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EDITOR'S PREFACE. 



As stated in the author's preface, this volume completes 
Special Pathologic Histology. The third and remaining 
volume will deal with General Pathologic Histology. I 
believe that the present volume fully maintains the standard 
set by the first, and that medical students as well as physi- 
cians will find the volumes a great help in arriving at a 
satisfactory understanding of the anatomic changes caused 
by disease. The notes I have inserted are inclosed in 
brackets. 

Ludvig Hektoen. 
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This, the second volume of Special Pathologic Histology, 
the issue of which has been unavoidably delayed, includes 
the liver, the urinary organs, the sexual organs, the nervous 
system, the skin, the muscles, and the bones. 

The two volumes now constitute a definite whole, for 
the present complete in itself. 

The third volume, which will appear toward the end of 
1901, is to contain an exposition of General Pathologic 
Histology. 

Naturally, the same viewpoints which guided in the 
preparation of the text and the selection of the illustra- 
tions for Volume I have served also for this volume. 

Especial stress has been laid upon the logical connection 
between the changes recognizable microscopically and the 
resulting macroscopic appearances because it was thought 
that this would best meet the needs of the beginner and 
best further an understanding of the genesis of pathologic 
changes in the organs. 

The pathologic histology of the organs of special senses 
has not been discussed, for the reason that it is made the 
subject of separate text-books. The more important and 
more frequent diseases of the skin have been taken into 
consideration, as the changes in the skin often appear quite 
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striking after death, and are frequently made the subject 
of anatomic investigation. 

The system diseases of the central nervous system have 
been left out wholly because they are treated fully else- 
where, and on the other hand because the general histologic 
changes in variously localized processes with different 
courses correspond in the essentials. 

The complete field of genuine neoplasms is reserved for 
the General Pathologic Histology. Certain tumors occur- 
ring only in connection with definite organs are described 
in conjunction with these organs ("hypernephroma," 
"adenomyoma of the uterus "). 

For the index to Volumes I and II, I am indebted 
to my colleagues, Dr. Oberndorfer and Dr. Marz. Dr. 
Hutzler and Dr. Dorr have assisted with the proofs, and 
for this service I thank them warmly. 

Hermann Durck. 
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Pathologic Histology. 



THE LIVER. 

The liver is a gland whose original tubular structure 
has been modified in a peculiar way in the highest verte- 
brates and in man, in that the finest ducts, the biliary 
capillaries, are not formed by a complete and distinct cel- 
lular cylinder, as in other tubular glands, but are em- 
bedded each between two rows of liver cells. 

A magnifying lens of low power, or even the naked eye, 
very generally, but not always, detects upon the cut sur- 
face of the normal human liver a finely variegated mark- 
ing — darker round points appear to be surrounded by 
lighter zones. This marking corresponds to the hepatic 
lobule. Each liver lobule is about 0.7 to 2.2 millimeters 
in diameter, and shows on transverse section a distinctly 
radiate structure. The center is formed by a thin- walled 
vessel, the vena centralis, into which empty from all sides 
the capillaries of the portal vein. The spaces between the 
capillaries are occupied by columns of liver cells, in man 
arranged mostly in a double row. The columns occasion- 
ally anastomose, thus forming longish spaces for the cap- 
illaries. In man the individual lobules are not distinct 
from one another, but pass one into the other without pre- 
cise borders, the cell columns of one lobule passing directly 
into adjacent lobules. Only at certain points upon the 
peripheries of the lobules, which in man mostly are trian- 
gular in outline, appear connective-tissue trabecule, which 
support blood-vessels — branches of the portal vein and of 
the hepatic artery — and the interlobular bile ducts. The 
ii— 2 17 
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number of lobules in the human liver is somewhat more 
than three-quarters of a million. 

Each liver cell is 15 to 30 microns in diameter and 
cubical or polygonal in form, without membrane, the finely 
granular protoplasm becoming more dense toward the sur- 
face, the nucleus being vesicular and globular with a faint 
network of chromatin. Often one cell contains two nuclei, 
probably the result of direct division. The protoplasm, 
especially of the cells in the outer parts of the lobules, very 
frequently normally contains fine droplets of fat. Other 
cells, more particularly those in the central parts, contain 
small, yellowish-brown pigment patches. 

The relations of the liver cells to the blood capillaries 
and to the bile capillaries are peculiar. The biliary pas- 
sages pass into the interior of the lobules as fine canals 
without walls and run along the lateral surfaces of the cords 
of liver cells, each surface of which presents a trough-like 
depression, which, with a similar depression in the neigh- 
boring cell, forms the biliary capillary. Each liver cell 
consequently is in contact with as many biliary capillaries 
as it has lateral surfaces. The blood capillaries, on the 
other hand, run along the margins of the liver cells, and are 
thus removed from the biliary capillaries by half a cell's 
breadth. 

In addition, there is within the lobules a small quantity 
of reticulum in the form of very fine fibrillse of collagen- 
ous nature, which lie between the rows of liver cells and 
the blood capillaries, being parallel with the latter, and 
united, on the one hand, with the wall of the central vein, 
and, on the other, with interlobular bands of fibrous tissue. 

Along the walls of the blood capillaries lie rather large, 
star-shaped or pyramidal cells, the so-called stellate cells, 
or KupfFer's cells, which are faintly visible only under 
certain conditions, and probably must be regarded as mod- 
ified vascular epithelial 1 cells. 

1 Throughout this book epithelial is used as synonymous with endo- 
thelial in speaking of the cells lining vessels. 
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The vascular system of the liver presents the following 
peculiarities : The organ has two centripetal vessels, the 
hepatic artery and the portal vein. The hepatic artery 
distributes its capillaries to the capsule of Glisson and its 
continuations, to the walls of the bile ducts, and to the 
peripheral parts of the liver lobes (rami capsulares, vascu- 
lares, lobulares). These capillaries do not empty into the 
hepatic vein, but into the portal vein, forming the internal 
or hepatic radicles of the latter. The branches of the por- 
tal vein, together with the branches of the hepatic artery, 
and the biliary ducts run in the common sheath of fibrous 
tissue derived from the capsule of Glisson. Its capillaries 
pass into the interior of the liver lobules, where they form 
the network, described in the foregoing, and empty into 
the central or intralobular veins. The central veins, 
which lie in the long axis of the lobules, each being con- 
nected with but one lobule, empty directly into larger 
branches, the sublobular veins. The branches of the 
hepatic vein have hardly any adventitial fibrous tissue and 
course isolated through the tissue of the liver. Wherever 
in the microscopic field is seen the section of a single ves- 
sel it concerns a hepatic vein. 

The nerves of the liver come from the sympathetic and 
the vagus, and follow in their distribution the hepatic 
artery. 

The large bile ducts in the interior of the liver consist 
of an external coat of elastic fibers and an internal lining 
of cylindrical cells among which goblet cells may appear. 
The smaller bile ducts consist of a basement membrane 
and a flattened epithelial lining. The epithelium of the 
larger and the largest bile ducts form branching, glandular 
formations, which project into the surrounding fibrous 
tissue ("Galkngangsdriisen"). References are made to a 
mucous membrane in the larger ducts, although real 
mucus is not produced by the ducts. 

The walls of the cystic duct and of the gall bladder con-' 
tain also smooth muscle-fibers. 
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For practical reasons three zones, not anatomically dis- 
tinct, are distinguished in the liver lobule : (1) The cen- 
tral zone, about the vena centralis ; (2) the peripheral or 
portal zone ; and (3) the intermediate zone, between the 
first two. As certain depositions, often visible macroscop- 
ically, may limit themselves to certain zones, these, as 
well as the lobular markings in general, may become espe- 
cially distinct under pathologic conditions. 

As stated in the preface to vol. I, a certain amount 
of training may enable one to draw from the macroscopic 
picture definite conclusions as to the finer changes in the 
elementary constituents, and this is particularly true of 
the liver. The state of the lobular markings furnishes a 
very important criterion for the demonstration of some 
of the pathologic conditions of the organ. The mutual 
demarcation of the liver lobules, their color, size, and 
form, in many cases may be recognized with the naked eye, 
and are of the greatest importance in diagnosis. 

CIRCULATORY DISTURBANCES OF THE LIVER. 

In the cadaver an unequal distribution of the blood in 
the liver is often the case. In persons that have died 
suddenly, as by accident or suicide, the cut surface is usu- 
ally a homogeneous grayish-brown or grayish-blue, accord- 
ing to the period of digestion and the general amount of 
blood. In such normal livers the lobular markings are 
hard to recognize, and, accordingly, the microscopic sec- 
tions show a quite uniform amount of blood in the intra- 
lobular capillaries. The findings are quite different in 
those cases in which death occurs after prolonged 
agony and a gradual failure of the heart. As the cardiac 
power sinks, the inferior vena cava is unable to empty 
itself completely into the right auricle, and the resulting 
congestion naturally extends into the hepatic veins, which 
becpme dilated to their finest radicles, the venae intralobu- 
lares, and even the capillaries in the central parts of the 
lobules may be congested. The increased amount of blood 



and the dark red color of the centers of the lobules render 
them quite distinct from the peripheral portions. This 
condition is observed in most cadavers, and must not be 
regarded as a genuine passive congestion of the liver, in 
which there is always atrophy of the liver cells around the 
central veins. Microscopic examination of suitable sec- 
tions will show that this atrophy is absent in "agonal 
congestion." 

Genuine passive congestion of the liver occurs after a 
lasting obstruction to the flow of the blood in the vena cava 
inferior, whether caused from pressure upon this vessel by 
tumors, by pleural and pericardial exudates, etc, by val- 
vular disease of the heart, or by insufficiency of the left 
ventricle, as may develop in emphysema. The dilatation 
of the hepatic veins is now permanent and usually pro- 
gressive, and it shows itself in each and every lobule by 
dilatation and congestion of the cent nil vein and of the 
adjacent portions of the portal capillaries. In fresh sec- 
tions in which the blood has not been washed away, or in 
fixed specimens in which the blood has been preserved, 
the cross-sections of the lobules present roundish or irreg- 
ular-shaped areas, mostly occupied by red corpuscles, the 
columns of liver cells being compressed and more or less 
completely absent according as the circulatory disturbance 
has been of longer or shorter duration. In advanced 
cases the liver tissue in the central part of the lobules may 
become wholly atrophied; so that the walls of the greatly 
dilated capillaries come into contact and form cavernous 
vascular spaces, which appear to be continuous. The 
longer the congestion lasts, the further toward the per- 
iphery of the lobules does the capillary dilatation extend, 
and in many places the prolongations of the deep red 
areas of congestion in adjacent lobules touch one another. 
In this way the parenchyma of the organ is compressed 
into smaller and smaller volume, and at last there are but 
scattered islands of liver tissue between the confluent vas- 
cular spaces which form unbroken networks. 
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PLATE 61. 

Fig. 1.— Passive Congestion of Liver. X 54. The figure 

shows almost four acini, cut transversely, the peripheral zones coales- 
cing without sharp borders : 1, Venae centrales ; 2, central zones of 
portal capillaries dilated with blood corpuscles so that the cords of 
liver cells in these areas are no longer distinct. 

Fig. 2.— Congested and Fatty Liver in Stage of Atrophy. 
X 170. Sector of acinus cut transversely : 1, Vena centralis ; 2, 
central zone — cords of cells interrupted, the portal capillaries expanded 
into cavernous spaces filled with blood corpuscles ; 3, cords of cells in 
peripheral zone filled with vacuoles corresponding to the extracted fat 
drops. 



This condition is known as "red atrophy," cyanotic 
atrophy, or as passive congestion of the liver with atrophy. 
Occasionally it may be associated with an increased infil- 
tration of fat in the outskirts of the lobules at the same 
time as there is a deposition of brownish blood pigment 
in the congested centers and the connecting prolongations, 
due to continuous but slow hemorrhages by diapedesis/ 
This renders the macroscopic color distinctions of the 
various zones of the lobules very sharp and distinct upon 
the fresh cut surface : deep red flecks and bands alternate 
with yellowish-gray and grayish-brown islands, and be- 
tween the tw r o is a sharp contrast. Now one speaks of 
passive congestion with fatty infiltration, the condition be- 
ing appropriately designated as "nutmeg liver," because 
of the similarity of the cut surface to that of the fruit of 
the nutmeg tree. Frequently the surface is also very 
finely granulated (cirrhose cardiaque, foie cardiaque of the 
French authors). 

As elsewhere in the body, long-continued congestions of 
the liver lead to a real hyperplasia of fibrous tissue. The 
dilated capillaries in the centers of the acini come into 
contact as the intervening columns of liver cells disappear, 
and proliferation in the walls of the hepatic veins leads to 
formation of a fibrillated connective tissue, often infiltrated 
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with round cells, which grows outward in a radiating 
manner between the cavernous capillary spaces, whose walls 
also increase in thickness. And the interacinous connective 
tissue around the branches of the portal vein may also 
proliferate, so that a diffuse increase in the consistency of 
the liver takes place (passive congestion with induration), 
and in the microscopic sections it is now often difficult 
to separate the lobules one from another. 

Later appear in the connective tissue newly formed 
biliary channels, formed partly by epithelial proliferation, 
partly by atrophy of the columns of liver cells — a process 
encountered in many pathologic conditions in the liver 
associated with parenchymatous atrophy. 

INFARCTS IN THE LIVER. 

The peculiar vascular arrangement in the liver, espe- 
cially the presence of two centripetal systems (vena porta? 
and arteria hepatica), does not permit of a ready forma- 
tion of infarcts in this organ. Even complete thrombotic 
or embolic occlusion of the portal vein does not lead to 
infarction under normal conditions; for the so-called " in- 
ternal portal radicles," which communicate with the hepatic 
artery, obviate the resulting interference with the supply 
of blood, and the occlusion of larger branches of the por- 
tal vein does not usually lead to severe nutritive disturb- 
ances. 

In the presence, however, of certain general circulatory 
disturbances, especially general venous congestion from 
diminished propulsive power of the left ventricle, throm- 
botic or embolic occlusion of the portal branches results 
in a change, which, following Zahn, has been designated 
as " atrophic red infarct." These are not infarcts in the 
usual sense, but foci of hyperemia, which, except for their 
being definitely circumscribed, in nowise differ from the 
pictures presented in the red atrophy of passive conges- 
tion. They may arise rapidly, and are occasionally, 
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though rarely, associated with small hemorrhages. Ne- 
crosis of liver tissue never occurs, but only atrophy of 
cellular columns in the central as well as often in the in- 
termediate zones of the lobules. 

On the other hand, occlusion of the smallest interlob- 
ular branches of the portal vein lead to minute, multiple 
foci of necrosis in the liver, with or without hemorrhage, 
because the branches of the hepatic artery cannot now fur- 
nish compensatory supply through the " internal radicles." 
Puerperal eclampsia is especially productive of multiple 
foci of necrosis in the liver, due, presumably, to multiple 
hyaline thrombosis of the interlobular branches of the por- 
tal vein on account of the general intoxication, which 
gives rise to coagulative substances (Schmorl) (Plate 68, 
Fig. 2). Various other diseases of septic nature, espe- 
cially gangrenous processes in the territory drained by the 
radicles of the portal vein, and certain intoxications 
(arsenic) may lead to multiple necroses in the liver. 

In these cases histologic examination of the liver, which 
to the naked eye appears sprinkled with fine yellow flecks, 
reveals circumscribed areas of necrosis with more or less 
advanced disintegration of the cells. The nuclei of the 
liver cells in these areas do not take the stain, while the 
nuclei of the capillary epithelium and of the leukocytes in 
the blood-vessels for some time still react normally with 
stains. In the earlier stages the lobular structure is fairly 
well preserved, but eventually the foci disintegrate into a 
structureless or finely granular mass. 

Finally, genuine infarcts in the liver may develop 
from obstruction of smaller branches of the hepatic 
artery. In very rare instances occlusion of the entire 
hepatic artery leads to necrosis of the whole liver (Chiari, 
Cohnheim, and Litten). Small, sharply circumscribed, 
insular necroses are more frequent. These differ from the 
necroses caused by obstruction of the interlobular branches 
of the portal vein in that the connective tissue which sur- 
rounds the interlobular branches of the portal vein, the 
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hepatic artery, and the bile ducts also undergoes necrosis, 
so that the necrotic area does not follow the outlines of 
the lobules. Occasionally the necrotic district becomes 
surrounded or infiltrated with red corpuscles, giving the 
picture of a hemorrhagic infarct (see the volume on "Gen- 
eral Pathologic Histology )J ), 

The changes enumerated in the foregoing take place 
when the necrosis results froni the median ical effects of 
embolic (or thrombotic) occlusion of a definite vascular 
channel. When embolism is caused by infectious mate- 
rial, — & g. t septic or gangrenous thrombi from the portal 
radicles (or from the umbilical vein in the newborn), — 
or by plugging of the hepatic artery in acute endocarditis, 
then a suppurative process may he instituted around the 
Miibolus even before necrosis develops. In this manner 
originates the embolic abscess of the liver. The abscesses 
that develop in the territory of the hepatic artery, espe- 
cially in acute endocarditis, are mostly single and minute, 
while the purulent foci of suppurative py let hmmbo phleb- 
itis usually are numerous and larger. Such abscesses 
in the periportal (Glissonian) tissue may be outlined as 
follows: The center of the foci is occupied by elnselv 
aggregated pus cells interspersed with balls or cloud-like 
heaps of micro-organisms, mostly streptoeoeei or staphy- 
lococci, and surrounded by a zone of varying width of 
necrotic tissue without definite structure, external to which 
there is infiltration of the tissue with leukocytes with oc- 
casional heaps of cocci. The surrounding liver tissue 
shows the effects of pressure, the columns no longer having 
a radial arrangement, but being pressed together and re- 
arranged in concentric layers parallel to the surface of the 
abscess (Plate 60, Fig. 2). [Under the direct influence 
of varioua toxins in the nlootf, of baeterial, vegetable, or 
animal nature, small foei of necrosis may develop in the 
liver as well as in other organs — the so-called focal or in- 
sular necrosis.] 

Suppurative inflammations of the liver may develop 
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also by way of bile ducts, especially in typhoidal and dys- 
enteric processes in the intestines, or in consequence of 
inflammatory changes in the bile ducts from the presence 
in them of biliary concretions, and occasionally from the 
entrance into the larger ducts of intestinal parasites. In 
this case, also, the suppuration begins in the periportal 
connective tissue, considerable quantities of bile being 
usually mixed with the pus, which on that account has a 
greenish-yellow appearance and contains brownish and 
greenish pigment particles. Liver abscesses of this mode 
of origin contain mostly colon bacilli, which may be seen 
passing in thick swarms into the surrounding tissue (sup- 
purative cholangitis and pericholangitis). There is a 
large, so-called primary abscess of the liver, seen espe- 
cially in the tropics, which also takes its origin from the 
bile ducts, and in which amebse are found occasionally. 

ACUTE PARENCHYMATOUS HEPATITIS (CLOUDY 
SWELLING). 

Acute parenchymatous hepatitis [so called by the Ger- 
mans] is applied to a process which expresses itself far more 
in purely degenerative than inflammatory changes — namely, 
cloudy swelling of the liver [and this is by far the better 
term]. It is found in infectious diseases, especially in 
septicemia, puerperal fever, typhoid fever, recurrent fever, 
erysipelas ; and also in pneumonia, scarlatina, diphtheria, 
and malaria ; furthermore, in certain intoxications, such as 
with phosphorus, chloroform, chloral; and also in poison- 
ing by mushrooms and other fungi, more particularly 
Amanita phalloides. 

Macroscopically the liver is enlarged, soft, and friable. 
The sharp corners and margins of the cut surfaces are 
rounded ; the swollen parenchyma is opaque, grayish- 
brown, and looks as if it had- been boiled. The amount 
of blood present is small, and the lobular markings are 
obliterated. 

Only fresh specimens — teased preparations, frozen sec- 
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tions, or sections cut with the double-bladed knife — are 
suitable for microscopic examination, as the characteristics 
are lost wholly in fixed material. The liver cells are 
enlarged, the cubical outline more rounded, and in ad- 
vanced stages many are swelled like balloons. The nor- 
mal granulation of the protoplasm is greatly increased, 
the entire protoplasmic contents being usually uniformly 
clouded by the presence of innumerable, fine, dust-like 
points, the nucleus wholly covered, invisible or but indis- 
tinctly recognizable. In advanced instances the vascular 
epithelium also is involved in this process, and at times 
teased preparations show Kupffer's cells the seat of cloudy 
swelling (Plate 64, Fig. 1). Occasionally there is seen, in 
addition to the fine granules, also larger, refractive droplets. 
The nature of the fine granules is easily determined by the 
addition of dilute acetic acid or potassic hydrate, which 
immediately dissolves them, the nucleus becoming distinct, 
while the larger glistening droplets (fat) remain un- 
changed. Hence the granular swelling is the result of the 
deposition of innumerable albuminous particles, which are 
changed into acid or alkaline albuminates and dissolved in 
the excess of the alkali or acid. At the same time the 
arrangement of the liver cells in the acini is disturbed, 
the cellular columns appear misplaced and thrown into 
irregular heaps ( "dissociation of the cells/' Browicz), the 
regular rows of cells being often interrupted in their 
course. The whole process may be regarded as a pre- 
liminary stage in necrosis or fatty degeneration. Both the 
latter conditions may be associated with cloudy swelling 
("albuminous degeneration"), which in its milder forms is 
susceptible of a complete recession through absorption. 
The macroscopic appearances are easily explainable on the 
basis of the histologic findings: The swelling of the cells 
causes not only increase in- the volume of the whole organ, 
but also relative anemia of the liver by compressing the 
intertrabecular capillaries, as well as dissociation of the 
cords, diminution in consistency, and friability. 
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PLATE 62. 

Fig. 1.— Fatty Infiltration of Liver in Pulmonary Tuber- 
culosis. X 54- The peripheral zones of the acini show the columns 
of cells full of rounded fat vacuoles and perforated like a sieve : 1, 
Vena centralis ; 2, peripheral zone, infiltrated with fat ; 3, interlobu- 
lar (Glissonian tissue) with branches of portal vein, of hepatic artery, 
and bile ducts. 

Fig. 2.— Fatty Infiltration of Liver in Pulmonary Tuber- 
culosis. X 170. 1, Vena centralis ; 2, peripheral zone the liver 
cells in which contain large vacuoles. 



A peculiar termination of cloudy swelling is seen in 
"acute atrophy of the liver," the anatomic and clinical 
picture of which is so typical that it is generally regarded 
as a disease sui generis. It is, however, beyond doubt 
that it may develop after ordinary cloudy swelling of the 
liver in pyemic and septicemic infections. Its relative 
frequency in women during pregnancy and puerperium is 
well established. 

The more or less shrunken and flabby liver usually 
presents, even to the naked eye, two different and distinct 
substances: extensive yellow, or yellowish-brown (" yellow 
atrophy ") areas, which alternate with deep red ; and, on 
the cut surface, depressed districts, which predominate 
in the later stages, especially in the left lobe. 

Microscopic examination of fresh specimens shows 
marked disorder of the columns of liver cells and a high 
degree of fatty change in the protoplasm. Teased speci- 
mens from the yellow foci show the cells in part enlarged 
and rounded, often crowded with great masses of smaller 
and larger fat droplets and balls (Plate 64, Fig. 2). 
Nuclei are hardly seen; many cells appear as if they were 
ruptured, and from them emerge glistening little masses 
of fat. In addition, they are also always strongly icteric, 
either from diffuse imbibition of yellowish-green pig- 
ment or by deposition of fine, angular granules of biliary 
coloring-matter. Much free fat is also present, the small 
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droplets often running together into larger globules, as 
well as free biliary pigment, and often also sheaves of 
tyrosin crystals, soluble in w£rm water. 

Sections present varying appearances, depending on the 
age of the process and the places from which they are 
taken. The complete destruction of the liver tissue ob- 
tains in the depressed areas, the nature of the tissue being 
difficultly recognizable on account of a reticular structure 
with round openings corresponding to the extracted fat; 
the nuclei of the liver cells are largely absent, while those 
of the vascular epithelium are mostly well preserved; 
scattered about are round cells, either single or collected 
in heaps (Plate 63, Fig. 1). Hemorrhagic foci are often 
present. In the less damaged areas the ectatic capillaries 
frequently contain numerous red corpuscles. 

Investigation of the older stages of the process reveals 
clearly inflammatory and regenerative reactive phe- 
nomena. Bordering immediately upon the degenerated 
tissue, composed mostly of fat vacuoles, are cellular, 
dense areas, containing proliferated connective tissue 
which appears to originate in the interlobular triangles, in 
which the tissue is loosened and freely infiltrated with 
round cells. Especially noticeable are numerous longer 
and shorter cellular cords, cut longitudinally, transversely, 
and obliquely, and undoubtedly made up of epithelial cells 
whose nuclei stain readily. Sometimes there is a distinct 
though narrow lumen in the cell masses. Undoubtedly 
it concerns proliferation of the interlobular bile passages, 
which is the result of a form of regeneration of the finer 
biliary ducts that underwent disintegration. In the out- 
skirts of these areas of young connective tissue are also 
often found small insular districts of coherent liver cells 
proper, manifestly the result of proliferation in occasional 
surviving hepatic cells. It is not yet clear whether this re- 
generative process may go on to the extent that the organ 
resumes its functions and life is maintained. [Marwedel 
("Ziegler's Beitriige," 1895, xvn, 143-205) and Mar- 
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PLATE 63. 

Fig. 1.— Acute Yellow Atrophy of the Liver with Hemor- 
rhages. X 100- The normal structure of the liver almost wholly 
destroyed. In place of the cords of liver cells is a coarse meshwork 
with hemorrhagic foci. Nuclei of liver cells in part disintegrated ; 
nuclei of vascular epithelium intact. 

Fig. 2.— Proliferation of Bile Ducts in Acute Yellow Atro- 
phy. X 80. 1, The tissue almost wholly degenerated into fat and 
densely occupied by vacuoles ; 2, young connective tissue with numer- 
ous longer and shorter portions of narrow epithelial canals (newly 
formed biliary ducts) interspersed with small islands of. surviving or 
regenerated hepatic tissue. 



cliand (Ibid., 206-219) describe the regenerative changes 
in acute yellow atrophy, which in rare cases may be fol- 
lowed by recovery.] Proliferations of bile ducts are fre- 
quent also in other destructive processes in the liver (see 
under Cirrhosis). 

The fat content of the liver is greatly increased in acute yellow 
atrophy, and at the expense of fat-free dried residue, so that the fat 
must be assumed to form degeneration of the proteids of the liver cell. 
The analyses of Perls and v. Starck show: 
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FATTY LIVER. 

The amount of fat in the normal liver varies, in accord 
with the general corpulence of the individual, from about 
1.8 to 5%. Under pathologic conditions the amount of 
fat may increase enormously, even to 40^ and above. 
Abnormal accumulations of fat in the liver are designated 
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as fatty liver. Fatty liver may arise in various ways : 
from increased ingestion of fat ; by deposition of fat from 
other parts of the body, more particularly the paniculus 
adiposus; and by disintegration and transformation into 
fat of the proteids of the liver cells themselves. In the 
two former instances the liver cells are found uniformly 
well preserved, there being only an increased deposition 
of fat, but in the last case there is a real disintegration of 
the cellular elements and diminution of the protoplasm. 
Neither process, however, often occurs in pure form. In 
all degenerative changes that lead to the formation of fat 
there is always also an increased fatty infiltration of the 
liver tissue, and, reversely, higher grades of infiltration 
are always associated with destruction of cells. Here we 
have the reason why a sharp line of distinction cannot be 
drawn between fatty infiltration and fatty degeneration, 
and why they are considered together. 

The etiology of fatty liver is dependent on various 
factors. Continuous ingestion of food rich in fats and 
carbohydrates leads to typical fatty liver, as shown experi- 
mentally by the fattening of animals for slaughter (" Strass- 
burger goose liver "). In many persons there exists a spe- 
cial disposition to an increased general deposition of fat 
(adiposity), even when the food is not especially rich in 
fats, and in this process the liver partakes to a marked 
degree. All conditions that reduce the oxidative processes 
in the body favor abnormal accumulation of fat in the 
liver, especially the diseases that reduce the amount of 
hemoglobin (anemia, chlorosis, leukemia, pernicious 
anemia). The fatty liver of the phthisical has been re- 
ferred to deficient oxidation on account of reduction in the 
respiratory surface of the lungs. Local fatty infiltration 
and degeneration may result from circulatory disturbances 
(passive congestion and nutmeg liver), and for the same 
reasons in the vicinity of tumors and new productions 
(carcinoma, echinococcus cyst), and also of tubercles and 
syphilitic growths. 
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PLATE 64. 

Fig. 1.— Cloudy Swelling of the Liver in Sepsis. Fresh 
teased preparation. X 300. The single, easily isolated liver cells are 
greatly enlarged, rounded, in part ballooned. The protoplasm is filled 
with numerous, very fine, grayish granules. At 1 is a swollen star- 
shaped cell of Kupffer. 

Fig. 2.— Acute Yellow Atrophy of the Liver. Fresh teased 
preparation. X 300. Advanced disintegration and fatty degeneration 
of the liver cells. The individual cells are large and vesicular, filled 
with fat particles of various sizes and with yellow granules of biliary 
pigment. The nuclei are mostly obscured. There are free-fat droplets 
from the bursting of liver cells. 

Fig. 3.— Senile Brown Atrophy of the Liver. X 64. More 
acini than normally are seen in one field because they are smaller. 
1, Vena centralis cut transversely; 2, central zone of acinus filled with 
brown pigment ; 3, peripheral, non-pigmented zone. 

Furthermore, there are a number of intoxications that 
lead to an increased deposition of fat in the liver, often to 
an enormous extent. This effect may be explained either 
as the result of a direct injury and disintegration of liver 
cells or as due to changes in the composition of the blood 
and consecutive disturbances of oxidation. Acute phos- 
phorus-poisoning is the most striking example of this kind. 
As early as a few hours after the taking of this substance 
the liver cells become so filled with fat droplets that the 
cell contours and nuclei appear absent, but they are ren- 
dered easily distinct again by extraction of the fat. A 
similar action is produced by arsenic, antimony, copper, 
mercury, and aluminum ; by mineral acids ; and, further, 
by carbonic oxid, petroleum, chloroform, bromethyl, iodo- 
form, nitrous oxid, carbolic acid, phloridzin, ricin and 
abrin, chronic morphinismus, poisonous fungi (Agaricus 
muscarius), poisonous meats and fish, and decayed maize 
(in pellagra) (Hoppe-Seyler). Chronic alcoholism also 
favors deposition of fat, and, in addition to the cirrhotic 
hepatic processes, alcoholics commonly present increased 
fatty infiltration of the liver. In all infectious diseases 
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prolongation of cloudy swelling may lead to genuine fatty 
liver. 

The fatty liver of the phthisical and other cachectic pa- 
tients is probably the result of an infiltration with fat from 
other parts of the body, especially from the subcutaneous 
tissue, which is absorbed under the wasting influence of 
certain diseases. 

Deposition of fat in the liver does not take place uni- 
formly and diffusely. The peripheral parts of the lobules 
are affected first, probably because the exciting agents 
reach the liver through the hepatic artery. 

Frozen sections of fatty livers, examined preferably 
fresh, show the centers of the lobules surrounded by dark 
rings or polygonal meshes composed of glistening fat glob- 
ules. Larger accumulations of fat are found more par- 
ticularly about the triangular area of fibrous tissue sur- 
rounding the larger portal branches, hepatic arteries, and 
bile ducts. In this district the liver cells often seem to 
have disappeared wholly, having been replaced by fat. 
On treating such sections with fat solvents (alcohol, ether, 
paraffin embedding) the nuclei and the cell bodies become 
distinct again, the latter being filled with innumerable 
vacuoles. In place of the fat globules are rounded open- 
ings, which give to the section a more or less pronounced 
sieve-like appearance. The fat globules vary in size. 
Small droplets are present normally in the protoplasm of 
the peripheral parts of the lobules, especially in well-nour- 
ished persons, and under pathologic conditions they may 
become very numerous and run together in single drops 
which fill the whole cell. Naturally, this leads to an in- 
crease in the size of the cells, of the cellular columns of 
the lobules, and thus of the w r hole organ. Often the fat 
drops are not round, but irregularly notched, or of curved 
outline. By means of suitable methods a membrane is 
demonstrable, similar to that around milk globules, and 
mostly consisting of albumin. 

In the more severe degrees of fatty liver the deposition 
II— 3 
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PLATE 65. 

Fig. 1.— Amyloid Liver. X 98. (Hematoxylin-eosin.) 1, Cen- 
tral vein. Portal capillaries surrounded by homogeneous masses and 
bands ; the epithelial lining distinct. Columns of liver cells compressed 
to narrow, atrophic strips. 

Fig. 2.— Advanced Amyloid Degeneration of Liver. X 67- 
(Picrocarmin. ) By confluence of the amyloid material the columns of 
liver cells have been wholly replaced (upper right corner); elsewhere 
they are greatly shrunken, the lobular structure obliterated. 



of fat droplets advances toward the centers of the acini, 
and in extreme cases all the zones may be infiltrated in 
equal degree. While the lobular markings in the early 
stages are rendered more distinct, because the fatty per- 
ipheral zone is yellow and prominent and the central zone 
red and depressed, this distinction in the later stages gives 
way to a diffuse, lemon-yellow coloration. The increasing 
swelling of the liver-cells results in compression of the 
capillary blood-vessels, and the whole liver becomes uni- 
formly anemic. In acute phosphorus-poisoning the fatty 
changes rapidly traverse all the zones of the acini, and 
great distention of the cells with fat globules causes cell 
disintegration (" fatty degeneration "). 

At the same time other changes become manifest : At 
certain points, especially around the portal veins, but also 
around the intralobular and sublobular veins, single cells 
or groups of cells become necrotic, the nuclei disappear or 
the chromatin is compressed into clumps (" pyknosis "). 
The cell bodies are either homogeneous, scaly, or broken 
up into irregular, minute, lighter and darker particles. 
Often extravasation of red corpuscles takes place about 
these areas, and many red corpuscles may be found within 
liver cells, and even in those that show no other changes. 
Many hepatic cells contain rounded, oval, and also vacuo- 
lated bodies, usually somewhat smaller than the nuclei of 
the cells, generally single, but sometimes in large numbers. 
These are the so-called " Russell's bodies/' which probably 
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are derived from included leukocytes and also from con- 
densed red corpuscles. Often other intracellular bodies 
are present, such as larger concentric bodies, similar to 
myelinic masses, probably the result of a kind of saponifi- 
cation produced by the action of the protoplasm upon the 
fat globules within the cell (Quincke). Biliary pigment 
usually occurs in but very minute quantities in simple 
fatty livers. 

ATROPHY, GLYCOGENIC INFILTRATION, AND ANTHRA- 
COSIS OF THE LIVER. 

Atrophy of the liver tissue takes place either diffusely 
or in a circumscribed form. Circumscribed atrophy is 
shown well in the so-called lacing liver, in the resulting 
furrow (often also in the pendulous part of the right lobe 
below the furrow), in the vicinity of tumors of all kinds, 
in chronic passive congestion, and in cirrhosis. General 
atrophy occurs commonly as the result of senile involution, 
and, furthermore, in severe cachexias and in marasmus. 

Microscopically there is demonstrable a distinct diminu- 
tion of the liver cells and of the lobules. In a frozen sec- 
tion, for example, a larger number of acini than normal 
appears in the field under a low power, and the venae cen- 
trales seem nearer to one another, as do also the connec- 
tive-tissue triangles about the portal, hepatic, and biliary 
canals, so that at first sight it looks as if the organ con- 
tains more connective tissue than normal. It is not a real, 
but mostly only a relative, increase of connective tissue. 
Higher magnification and thinner stained sections show 
most clearly diminution of the volume of the individual 
liver cells, especially in the central parts of the lobules. 
The cells are peculiarly angular in form, the nuclei dimin- 
ished in size, the chromatin somewhat condensed. The 
cells also contain large masses of a finely granular, yellow- 
ish-brown, iron-free pigment. The cords of shrunken 
pigmented cells radiate toward the circumference of the 
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PLATE 66. 

Fig. 1.— Atrophic Cirrhosis of the Liver. X 40. Well-marked 
bands of connective tissue (2) divide the parenchyma of the liver into 
irregular islands of varying size ; even in the larger of these there is 
no division into lobules (1). Vena centralis absent in some places ; 
in others, excentric (upper right corner). 3, Smaller islands of liver 
cells. Scattered heaps of round cells in the connective tissue, and 
toward the left a few epithelial canals with darkly colored nuclei 
(newly formed bile ducts). 

Fig. 2.— Atrophic Cirrhosis with Fatty Infiltration (So-called 
Fatty Cirrhosis). X 40. Frozen section. 1, Islands of liver cells 
with disarrangement of lobular structure ; 2, infiltration of fat in the 
cells ; 3, long fibrillae of connective tissue sharply circumscribed ; 4, 
biliary pigment. 



lobules, but only in the severest forms of atrophy is the 
whole lobule involved (atrophia fusca hepatis, brown atro- 
phy of the liver). Notwithstanding the narrowness of the 
cell cords, the capillaries are not dilated, but generally 
rather narrow, the amount of blood being small. In the 
peripheral parts of the acini the liver cells gradually pre- 
sent the normal size and form. In advanced instances the 
structural details of the centers of the lobules may be lost 
through cellular disintegration and formation of granules. 
The pigment, which probably is not derived from the 
blood, but from the proteids of the cells, is of the same 
nature as similar pigment in atrophy of other organs, such 
as the heart, the intestines, the kidneys, the voluntary 
muscles. It should not be confounded with biliary pig- 
ment. 

The macroscopic appearances — namely, diminution of 
the whole organ and deep brown coloring of the cut sur- 
face — are explained by what has been said. The shrink- 
ing of the lobules is often recognizable macroscopically or 
by means of a lens of low power, the centers being gener- 
ally depressed, and the consistence of the organ slightly 
increased. 
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In diabetics a deposition of glycogen in larger and 
smaller granules occasionally occurs, especially in the per- 
ipheral parts of the lobules. Glycogen is best demonstrated 
by placing fresh sections of pieces hardened for a short 
time in absolute alcohol in iodin dissolved in mucilage, 
when the balls and scales are colored brownish-red. 

In older persons with marked anthracosis of the lungs 
and lymph glands coal-dust is often found in the liver (an- 
thracosis hepatis), the coal-dust having been brought to 
the liver by way of the blood-vessels (see Anthracosis of 
the Lungs, voh i). [Welch has described anthracotic cir- 
rhosis of the liver caused apparently by the irritation of 
the particles of soot.] The liver cells are not directly in- 
volved, as the coal-dust is deposited between the cells in 
the cenlral parts of the lobules, where the pigment often 
lies in triangular or irregular heaps, due to inclusion in 
Kuptfer's cells ; or the pigment lies in the interacinous 
mmiictive tissue, being probably first deposited in the 
cells lioiog the lymph channels. Frequently this exoge- 
nous pigmentation is associated with brown atrophy of the 
liver in senile individuals, the black heaps of soot stand- 
ing out clearly from the brown liver cells. 

AMYLOID LIVER. 

Amyloid degeneration of the liver is a retrogressive 
process that probably never is isolated, but accompanied 
by some degeneration in other organs, such as the spleen, 
kidneys, intestines. The etiology is that of general amy- 
loid degeneration (see the volume on "General Pathologic 
Histology As in other organs, amyloid degeneration of 
the liver also takes its starting- point from the blood- ves- 
sels, and more particularly from the portal capillaries in 
the intermediary zone, so that the initial stage, not defi- 
nitely recognizable with the naked eye, may be studied here 
under the microscope. Homogeneous, glassy masses and 
bands form in the capillary walls external to the epithelium. 
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PLATE 67. 

Fig. 1.— (Hypertrophic) Diffuse Cirrhosis of the Liver. 

X 160. Lobular marking lost, the liver tissue separated into narrow 
strands by proliferating young connective tissue with short fibers, in 
which are wide capillaries with distinct epithelium. 

Fig. 2.— Diffuse Cirrhosis of the Liver (Hypertrophic Cirrho- 
sis) with Proliferation of Bile Ducts. X 160. The liver tissue 
consists of small masses of cells widely separated by proliferated con- 
nective tissue. Below, the connective tissue is more dense; round-cell 
infiltration about a blood-vessel; in the connective tissue newly formed 
biliary ducts [1]. 

and eventually complete cylinders form about the capillary 
lumen and gradually extend centrally and peripherally At 
the same time as their diameter increases. The lumens 
generally remain patent for a long time, and it is note- 
worthy that the epithelium remains distinct even in ad- 
vanced stages. The material gives the familiar reactions 
with iodin and with iodin and sulphuric acid, and shows 
metachromatism with certain anilin substances (see the 
volume on " General Pathologic Histology "). 

Under the influence of the increasing thickness of the 
amyloid bands the adjacent cords of liver cells become 
more and more compressed and narrowed until they form 
but thin strands, and eventually they may disappear 



PLATE 68. 

Fig. 1.— Hypertrophic Cirrhosis of the Liver with Prolifera- 
tion of Bile Ducts. X 270. At the upper left corner hypertrophic 
liver cells with tubular arrangement and occasional multinuclear cells. 
In the recent, cellular connective tissue large epithelial cells arranged 
in the form of cylindrical canals (formation of bile ducts from liver 
cells). 

Fig. 2. — Multiple Circumscribed Necroses in the Liver in 
Puerperal Eclampsia. X 75. In the normal liver tissue (1) are 
sharply circumscribed districts (2) with swollen liver cells, the nuclei 
of which are not stained, only the nuclei of the epithelium of the capil- 
laries being intact. 
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wholly. Following the localization of the degeneration, 
this atrophy occurs first in the middle zones of the acini ; 
thus the continuity of the rows of cells is broken, and, 
as the process extends, irregular islands of parenchy- 
matous cells are formed centrally and peripherally. These 
islands generally show a marked fatty infiltration. As 
the liver cells perish the amyloid material coalesces into 
larger flakes, perforated by fine spaces representing the 
capillary lumens. The smaller hepatic arteries and the 
interacinous portal branches become involved later in the 
process. In no case is there amyloid degeneration of the 
liver cells proper ; these perish from pressure atrophy. 

The formation of amyloid flakes between the cords of 
liver cells, and their continued increase, lead to enlarge- 
ment of the liver, and the physical nature of the amyloid 
substance explains the increased consistency and the glis- 
tening, lardaceous appearance of the cut surface. The 
progressive narrowing of the vessels of the liver renders 
it highly anemic. 

ICTERUS. 

If the outflow of the normal secretion of the liver, the 
bile, into the intestine is hindered mechanically, then a 
resorption of the constituents of the bile leads to biliary 
pigmentation of the liver, and by transportation through 
the blood a biliary imbibition of the whole body may 
result. This, the most frequent form of icterus, is known 
as resorptive, mechanical, or obstructive icterus. There 
is another genesis of icterus : through disease of the liver 
cells the bile may not reach the biliary ducts, but some of 
it may pass toward the blood-vessels and be stored in the 
liver itself. This has been called parapedesis of the bile 
(Minkowski), diffusion icterus, or akathectic icterus (xa#i%eiv, 
" hold fast ") (Liebermeister). E. Pick has called it para- 
cholia. 

The microscopic appearance of the icteric liver varies 
according as the duration and intensity of the biliary ob- 
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PLATE 69. 

Fig. 1.— The Liver in Leukemia (Leukemic Infiltration). 

X 80. 1, Vena centralis ; numerous lymphocytes in the portal capil- 
laries between the columns of liver cells ; 2, periportal connective tissue 
infiltrated with radiating groups of lymphocytes. 

Fig. 2.— Mycotic, Suppurative Embolic Thrombosis of Por- 
tal Vein (Mycotic Pylethrombophlebitis). X 80. 1, Wall of a 
large branch of the portal vein, infiltration in periportal tissue ; 2, liver 
tissue, compressed and somewhat concentric cellular columns ; 3, ne- 
crotic zone ; 4, pus corpuscles ; 5, heaps of micrococci (staphylococci). 



struction vary. In the earlier stages the liver cells proper 
are free from biliary pigment, which is accumulated in the 
bile ducts. The interlobular passages become dilated, and 
the ectasia extends to the intralobular bile capillaries, 
which are filled as if injected with yellowish-green, cylin- 
dric, sausage-shaped, and often branching masses (best 
seen in thin frozen sections of the fresh tissue). Often a 
club-shaped process may be followed from the bile capil- 
laries into liver cells, ending in a so-called secretory 
vacuole. The connective-tissue cells in the neighborhood 
of the larger bile ducts appear pigmented, and finally bile 
pigment accumulates in the liver cells. Here again is 
observed a typical localization, as the central parts of the 
lobules are first affected by light-yellow pigmentation. 
Cross-sections of the lobules show about the central vein 
neat little heaps of pigment, often star-shaped, sending 
processes outward to the periphery. Severe obstruction 
causes pigmentation of the lymphatic and vascular epithe- 
lium, the cells of which swell up and project into the 
lumen. 

Gmelin's test for biliary pigment (bilirubin) maybe applied to fresh 
sections: Potassic hydrate is allowed to run in under the cover-glass; 
after a short time it is washed away with water, and then strong nitric 
acid containing some nitrite is added. The pigment granules now 
pass through various colors — green, blue, violet to red. 

In long-continued biliary obstruction necrotic foci de- 
velop in the liver. These may be produced experiment- 
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ally by ligation of the bile duct. The smallest foci in- 
clude only a few liver cells ; the largest may involve several 
lobules. The cells in the foci are icteric, swollen, hyaline, 
and Vacuolated The nuclei, and later the protoplasm, 
lose their affinity for stains. Often round cells accumulate 
about the foci, a cellular and later fibrous connective tissue 
springs up, and the necrotic parts are absorbed (Gerhardt). 
The interlobular ducts show desquamation and prolifera- 
tion of the cells (" catarrh "), and bud-like evaginatiuns 
lined with a low flat epithelium may form, while the sur- 
rounding connective tissue proliferates (Charcot's "biliary 
cirrhosis "). Frequently chronic icterus of the liver in 
man is complicated by secondary inflammatory changes 
initiated by intestinal micro-organisms that have entered 
the bile ducts. [For a recent and comprehensive study 
of obstructive biliary cirrhosis see article by W, W, Fori!, 
"Amer. Jour- Med. Sei.," 1901, cxxi, 60*-84.J 

CIRRHOSIS OF THE LIVER. 

By cirrhosis of the liver is generally meant all forms of 
intrahepatic connective-tissue proliferation that lead to 
more or less deformation of the organ. The development 
of connective tissue in this way is empirically regarded as 
the result of chronic inflammatory processes in the pre- 
existing stroma (the normal interstitial tissue), and on this 
account every process of this kind in the liver is also des- 
ignated as "chronic interstitial (productive) hepatitis." 
But it must be remembered that the development of cir- 
rhosis does not depend in every case upon primarily in- 
flammatory processes starting in the interstitial tissue. 
The views are still divided, even at the present day, as to 
the part played by primary degenerations in the paren- 
chyma of the liver in the various forms of cirrhosis. In 
connection with 4i fatty liver" it was pointed out that in 
chronic phosphorus- poisoning the broken -up liver paren- 
chyma in part may be replaced by connective tissue, and 
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PLATE 70. 

Fig. 1.— Miliary Tuberculosis of the Liver. X 70. Two foci, 
consisting of smaller confluent tubercles, which are still distinguisha- 
ble. The giant cells are rounded. The foci are situated in the peri- 
portal tissue in the vicinity of a portal branch. 

Fig. 2.— Tuberculous Cholangitis (Tuberculous Periangio- 
cholitis). X 63. 1, Epithelium of a larger bile duct ; 2, adjacent, 
fattily infiltrated liver tissue ; 3, caseous center of a large tuberculous 
focus at the margin of which the confluence of smaller nodules is still 
visible ; 4, perforation into the lumen of the duct, which contains 
caseous masses and flakes of biliary pigment. 



such is also the case in acute yellow atrophy, as well as in 
a number of slowly progressive intoxications. 

It is generally believed that certain chronic intoxica- 
tions (alcohol) and infections (syphilis, malaria) are of 
great significance in the etiology of cirrhosis of the liver, 
at least in the majority of the forms ; and it would seem 
that there is considerable evidence for the opinion, which 
is gaining ground of recent years, namely, that cirrhosis 
of the liver is a " chronic focal, recidivous, degenerative 
process." In all cases the characteristic feature, in addi- 
tion to the simple degenerative processes, is the formation 
of new connective tissue. The latter may vary in extent 
and localization even in the single case. 

Formerly the distribution of the connective tissue was 
regarded as quite simple, and as following two principal 
routes. This view is still to some extent in vogue, although 
it has frequently been shown to be false. It was thought 
that the connective tissue either developed around the sin- 
gle lobules, pressing them apart, and later concentrically 
constricting the lobules (" interlobular cirrhosis "), or that 
the connective tissue penetrated into the lobules, separating 
the cellular cords and even the single cells (" intralobular 
cirrhosis"). Even the macroscopic appearances of the 
cirrhotic process were regarded as depending upon the dis- 
tribution of the connective tissue, it being held that the 
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cirrhosis accompanied with diminution of the liver — " atro- 
phic cirrhosis " — was in the main an interacinous process, 
while cirrhosis with enlargement of the liver — u hypertro- 
phic cirrhosis v — depended upon an intralobular develop- 
ment of connective tissue. But closer study of the histo- 
logic details has shown that these views are not adequate ; 
for the distribution of connective tissue is not so simple 
and regular as appears at first sight, and, on the other 
hand, it is found that the islands of parenchymatous tissue, 
which formerly were regarded as persisting or compressed 
liver lobules, very often arc secondary formations of a 
regenerative nature. 

So long as the etiology and pathogenesis of the different 
forms of cirrhosis of the liver arc not clearly understood, 
practical reasons demand some classification of the cirrhoses 
based partly ttpon macroscopic, partly upon microscopic, 
distinctions. It must be borne in mind, however, that 
fundamental histologic criteria, of value from the point 
of differential diagnosis, do not exist. The inspection of 
a single section, and even of many sections from the same 
tnte, may be utterly inadequate to furnish the information 
accessary in order to determine the precise form of cir- 
rhosis present, because the different forms of cirrhosis pre- 
sent such marked variability within a single liver, and even 
Within the single liver lobule, passing into and overlapping 
one another. 

All processes that cause degenerations and all that cause 
cbronie inflammations in the liver may lead to the picture 
of cirrhosis. In the former instance it is produced by fib- 
rous replacement of the resulting defect, in the latter by 
transformation of the granulation tissue in the interstitial 
framework into fibrillar connective tissue. 

Having this in view, the polymorphism of the macro- 
scopic and microscopic manifestations of cirrhosis of the 
liver becomes intelligible. 

Probably the most frequent form is the one in which 
considerable diminution, nearly uniform shrinking, and 
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PLATE 71. 

Fio. 1.— Recent Gummous Hepatitis in Acquired Syphilis. 

Two miliary nodules with caseous centers and fibrous margins ; the 
adjacent liver tissue infiltrated with round cells. 

Fio. 2.— Large Calcified Gummas of Liver with Secondary 
Syphilitic Cirrhosis. X 30. 1, Small persisting islands of liver 
cells, surrounded by a very dense fibrous tissue (2) with numerous 
vessels (3), the walls of which are thickened and the lumens nearly 
closed by enarteritic proliferation ; 4, large caseous area surrounded by 
a ring of calcareous incrustation. 



increased consistency are associated with an irregular, 
partly coarse, partly line granulation of the external and 
of the cut surfaces. The cut surface shows numerous, 
larger and smaller, internally often yellow projections 
within the spaces of a retracted, grayish-white network 
with meshes of varying size. (This has been erroneously 
described as " lobular " marking ; Kaufmann's " pseudo- 
lobular" marking.) This is Laennec's cirrhosis of the liver 
(xaiV^^r/v), now commonly called atrophic cirrhosis, granu- 
lar atrophy, granular contracted liver [hob-nailed cirrhosis, 
gin-drinker's liver], and, after its discoverer, Laennec's 
cirrhosis. 

The study of a fresh frozen section with a low power 
will throw light uj>on the nature of the changes (Plate 66, 
Fig. 2). There is seen plainly a lighter grayish network 
of long connective-tissue fibrillae, which form variously 
sized spaces containing masses of liver cells. The liver 
cells are usually charged with glistening fat drops and fine 
heaps of light yellow and brownish bile pigment; both 
these substances, however, being distributed irregularly. 

Closer study of stained sections shows that the islands of 
parenchymatous tissue do not correspond to lobules sur- 
rounded by fibrous elements, as seen, for instance, in the 
liver of swine, but that the central veins, which are so 
important for the recognition of the lobular structure, are 
fewer than usual, and that their relations to the cell columns 
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are atypical. The cell columns are pressed out of the 
regular radial order and rearranged in the form of a net- 
work with fine, rather long capillary spaces (Plate 66, 
Fig. 1). Not infrequently a continuous series of sections 
of an island of liver parenchyma inclosed by fibrous tissue 
fails to disclose a single central vein. In other instances 
the vein may be excentric (Plate 66, Fig. 1, upper right 
corner) ; occasionally it lies near the periphery, in the mar- 
gin of the connective-tissue ; and in other parenchymatous 
districts there may be two or more central veins. The 
typical relations of the central vein to the portal capillaries 
and to the cellular cords are lost — a fundamental rearrange- 
ment of the entire structure of the liver has taken place 
(Kretz). It is not necessary to regard all the parenchy- 
matous areas as "regenerated foci, springing from the 
relatively intact parenchyma/' although it is true that an 
extensive regeneration may take place in the isolated 
masses of liver cells inclosed by connective tissue, as shown 
by the relatively numerous mitoses in properly fixed 
preparations, and by the presence in single liver cells of 
many nuclei. And occasionally larger, macroscopically 
prominent nodules represent circumscribed hypertrophy 
of liver tissue, the so-called " liver adenomas/' which must 
not be confused with the " adenomas of the bile ducts " 
about to be mentioned. The liver adenoma often shows 
real multinuclear giant cells lying together in dispropor- 
tionately small spaces. 

In other places one frequently sees continued retrogres- 
sive changes in persistent masses of liver cells surrounded 
by connective tissue. The single cells show a high grade 
of fatty infiltration, and even complete degeneration ; other 
cells are much shrunken and rounded, filled with icteric 
pigment, and with brownish granules, as in brown atrophy 
(P- 21). 

It is quite evident that the granulations, and hence the 
cellular masses, which are identical, do not correspond to 
normal lobules. Consequently the connective-tissue pro- 
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liferation cannot be designated as interlobular. It takes 
place irregularly, now from the Glissonian tissue of the 
interlobular portal vessels, now in the vicinity of the cen- 
tral vein (" venous cirrhosis "), and now in both places at 
the same time (" bivenous cirrhosis "). This leads at one 
time to separation and constriction of a single lobule 
(" unilobular," " perilobular," " interacinous," " insular " 
cirrhosis), at other times several acini are surrounded and 
isolated from their connections (" multilobular " cirrhosis), 
and perhaps more frequently still the connective tissue 
extends irregularly into the parenchyma, disconnecting 
complexes of cells (" intraacinous " cirrhosis). 

The common characteristic of the cirrhotic processes 
that lead to atrophy is this, that in the great majority of the 
cases continuous cell masses, parts of acini, whole acini, 
or groups of acini become surrounded by connective tissue. 

In the so-called " hypertrophic cirrhosis," which Todd 
first pointed out as distinct and separate from Laennec's 
cirrhosis, and which is accompanied with a marked in- 
crease in the volume of the liver, progressive to the end, 
this separation of larger cell masses is usually absent in 
the beginning, although it does not constitute a constant 
and radical distinction applicable to each case. In this 
form the connective-tissue proliferation generally extends 
in a more diffuse manner between the rows of liver cells, 
surrounding very small groups of cells and even single 
cells (" monocellular " cirrhosis), which shrink gradually, 
and ultimately disappear from pressure atrophy. The lob- 
ular markings are wholly lost. Capillary blood-vessels 
are often present between the cells, and as the lumen is 
not closed, this is the usual explanation of the absence of 
ascites in hypertrophic cirrhosis (Plate 67, Fig. 1). The 
connective tissue does not usually assume the fibrillar and 
non-cellular character of atrophic cirrhosis, but is fre- 
quently infiltrated with round cells, especially in the vicinity 
of the vessels (Plate 67, Fig. 2). 

All cirrhotic processes in the liver are characterized by 
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regenerative processes on the part of the biliary ducts, the 
so-called proliferation of bile ducts, which often is so 
prominent a feature in the microscopic picture. (It may 
be compared genetically with the atypical epithelial pro- 
liferations of the skin in connection with productive pro- 
cesses in the papillary body.) Very frequently the pro- 
liferated connective tissue contains epithelial tubules, which 
may have been cut transversely, obliquely, or longitudi- 
nal lv, and often are provided with a distinct though fine 
lumen (Plate 67, Fig. 2 ; Plate 68, Fig. 1). The single 
cells, with their deeply stained oval nuclei, which occur in 
regular order, are sharply distinguished from the rows of 
liver cells. Convoluted tubules of this kind may occur 
uncut in the field, when several cells may be seeu side by 
side. Ackerman was the first to show that these very fine 
canals may be injected from the hepatic duct, and that they 
consequently are in direct comuiiinication with the preex- 
isting bilary passages. A part of them is evidently formed 
by buds from the interlobular ducts, the buds continuing 
to grow in length, while others are formed from single liver 
cells that have been severed from their normal connections, 
because the new duets frequently pass to single liver cells 
or small groups of liver cells. This change of function 
of the liver cells, whereby the originally secretory gland 
cell changes into epithelium for the duet, becomes intelli- 
gible by recalling the phylogenetie development of the 
liver : in the amphibia and the reptilia the organ has a 
tubular structure, every bile duet being surrounded by cir- 
cularly arranged hepatic epithelium. 

Sometimes the proliferation of bile duets assumes large 
proportions, so that the connective tissue contains twisted 
complexes of epithelial canals, the so-called "bile-duet 
adenoma." The newly formed connective tissue in more 
advanced shirrs usually contains very many elastic fibers, 
which occasionally and in spots exceed in number the 
collagenous fibers. It appears that the elastic fibers take 
their origin from the elastic elements in the adventitia of 
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the sublobular arteries and branches of the portal vein. 
[For the results of a recent study, by digestive and other 
late methods, of the elastic elements in cirrhosis of the 
liver, sec Flexncr, " Proe. Phila. Path. Soc," 1901, iv, 
9—17. From his study, and from investigations made 
by Oliver in my laboratory, it seems that the new elastic 
elements spring largely from the walls of the bile ductal 

Injected preparations show that the vascularization of 
the new connective tissue largely takes plaee from the 
hepatic artery, whose capillaries often show an extraordin- 
arily rich development, while the iutertrubeeular capillaries 
of the portal vein are occluded more and more, especially 
in the common forms of atrophic cirrhosis. 

Special mention must be made of the " biliary cirrhosis n . 
first iles*-] ibi d by Charcot and Gnmbuult, reference to 
which was made under Icterus. This form of cirrhosis 
develops after occlusion and obliteration of the larger 
biliary ducts, and starts in the connective tissue about the 
affected ducts, where a diffuse proliferation is set up. 
Several factors are essential for its development, for it is 
usually absent after complete and lasting obturation of the 
hepatic el net by eoncrcments, and it also fails to develop 
after strictly aseptic ligature of this duct (Dupre). [Cir- 
rhosis develops if the animals are allowed to live long 
enough (Ford).] Evidently the development of perieho- 
langitis as an early stage in biliary cirrhosis after incom- 
plete obstruction of the bile ducts is especially fav ored by 
the entrance of micro-organisms from the intestinal canal. 
Experimentally, pericholangitis may be produced through 
ligation of the hepatic duct without complete exclusion of 
septic germs. [Sec Ford, "Obstructive Biliary Cirrho- 
sis," "Amer, Jour. Med. Sol," 1901, cxxi, 60-85.] 

As pointed out umler Icterus, circumscribed necroses in 
the parenchyma of the liver produced by biliary obstruc- 
tion may l>e replaced by areas of connective tissue. A 
typical "biliary cirrhosis" is often found in the sheep in 
connection with the liver-fluke disease (distomatosis). 
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Pronounced fatty infiltration of the persisting parenchy- 
matous areas, as may occur especially in atrophic cirrhosis, 
is spoken of as u cirrhotic tatty liver" [tatty cirrhosis] 
(" eirrhose graisseuse Occasionally cirrhosis may be 
associated with abnormal pigmentations, as in chronic 
malaria, in which the capillaries of the liver may be filled 
with a blackish pigment derived from the destruction of 
erythrocytes by the malarial organisms. At the same 
time there may be extensive Ibci of induration and of de- 
struction of the hepatic parenchyma (eirrhose paludeenne). 
Tu these cases there is usually an additional brownish, 
iron-containing pigment within the liver cells. [In hemo- 
chromatosis, with or without diabetes, there is marked 
brownish pigmentation of the extensively cirrhotic liver. 
Most of the pigment gives the iron reaction. See Opie T 
" Journ, of Exp. Med.," 1900, iv, 279-300 ; also Maude 
E. Abbott, " Journ. of Path, and Bact.," I90Q, VI, 315- 
32tJ.] 

Finally, peripatetic processes with di rinse fibrous thick- 
ening of the capsule of the liver, often part and parcel of 
a chronic peritonitis, are usually accompanied after some 
time by cirrhotic indurations of the hepatic parenchyma 
[capsular cirrhosis]. 

LEUKEMIA. 

In acute and chronic leukemia, as well as in pseudoleu- 
kemia, the liver partakes in a characteristic manner in the 
gene ral process. In the earlier stages only the portal cap- 
illaries are tilled with linearly arranged lymphocytes [and 
leukocytes] that stand out sharply from the liver eells on 
atoocmnt of their deeply stained nuclei. Before long, the 
cells tbi'in denser aggregations, and even circumscribed, 
tumor-like masses, the so-called lymphomas. The scat of 
election is the periportal connective tissue, which soon be- 
comes wholly infiltrated at certain points with thickly 
crowded cells. Later the groups of cells become connected 
by means of eel hilar prolongations, which may separate 
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PLATE 72. 

Fig. 1.— Luetic Cirrhosis of the Liver with Cicatricial Re- 
traction of the Capsule. X 35. 1, The capsule of the liver ; 2, 
cicatricial retraction of the capsule over a shrunken area almost wholly 
replaced by connective tissue ; 3, large fibrous area with numerous 
biliary canals ; 4, larger and smaller parenchymatous islands sur- 
rounded by connective tissue. 

Fig. 2.— Diffuse Induration and Formation of Gumma in 
Congenital Syphilis in the Newborn. X 63. 1, Newly formed 
fibrous tissue which has destroyed the lobular structure and crowded 
the cords of liver cells apart into smaller groups ; 2, accumulation of 
round cells with beginning nuclear disintegration in the center and 
fibrous periphery (early gumma). 



the acini from one another with unusual distinctness. 
, Finally the infiltration extends concentrically inward be- 
tween the liver cells toward the venae centrales, leading in 
the most advanced instances to replacement of the liver 
cells by pressure atrophy. The increase in lymphocytes 
[and other cells] takes place not only by increasing depo- 
sition from the blood, but also by mitotic proliferation of 
the cells already present. Rounded, nodular accumula- 
tions of lymphocytes also occur within the acini. In the 
lymphomas there is always a fine network of delicate con- 
nective-tissue fibers, in the meshes of which the cells are 
suspended. The atrophic liver cells often contain ferrugin- 
ous pigment derived from the great destruction of red cor- 
puscles. 

Quite similar infiltrations in the liver, only often much 
larger, occur in pseudoleukemia. 

INFECTIOUS GRANULOMAS. 

(A) TUBERCULOSIS. 

Tuberculosis of the liver occurs in two principal forms : 
as circumscribed, apparently irregularly disseminated nod- 
ules, which by further growth coalesce to form larger nodes ; 
and, secondly, in close connection with the biliary ducts. 
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The first form, disseminated tuberculosis of the liver, is 
exceedingly common. Microscopically the earlier stages 
are often overlooked, but a fairly thorough microscopic 
study of the liver hardly ever tails to disclose the presence 
of tubercles in cases of chronic or acute tuberculosis else- 
where, (Simon found them in eighty-two per cent, of the 
cases examined ; in ninety-five per cent, among children.) 
In tuberculosis of the intestines, which is so common, 
micro-organ isms are carried to the liver in the portal 
blood. 

Liver tubercles arc often exceedingly small, and in 
recent cases the organ offers the beet opportunity to study 
the histology of acute tubercle, as well as of its further 
growth. The young nodules are found oftencst in the 
immediate vicinity of the periportal connective tissue and 
extending into the outskirts of the lobules. They are 
built up at first by a few epithelial cells, which are derived 
from the fixed connective-tissue cells as well as from the 
liver cells by indirect division. The genesis of giant cells 
has been referred by Arnold especially to the epithelium 
of the biliary duets. At a certain age the tubercles in the 
liver are rich in giant cells, which are mostly pounded or 
oval with smooth margins, the pscudnpodial prolongations 
seen so commonly elsewhere being quite rare in the liver 
(Plate 70, Fig. 1). 

The nodules become surrounded by a peripheral zone of 
round cells, and in the course of further growth they come 
together ; hence the tubercles visible to the naked eye 
generally appear to be made up of several follicular forma- 
tions, lu the neighborhood there is often connective-tissue 
proliferation, which after a time may assume a cirrhotic 
character even to the extent of possessing the prolifera- 
tions of bile ducts referred to in the foregoing. 

Occasionally larger, nodular, tuberculous growths occur 
in the liver, especially in children. The microscopic ex- 
amination, however, shows plainly in the margins conflu- 
ence of single small tubercles. 
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The second form of hepatic tuberculosis is marked by 
the formation of larger foci, which tend to central disinte- 
gration, and which stand in a certain relation to the bile 
ducts. In these cases the liver is more or less thickly 
beset with greenish icteric nodules or cavities, often some- 
what larger than a hazelnut. Microscopic examination 
shows that it concerns larger confluent tubercles, which are 
scattered in the immediate vicinity of the walls of the 
larger bile ducts or have ruptured into their lumens. The 
interior of the cavities is generally filled with caseous 
masses tinged with bile. The walls of the bile ducts may 
be traceable for some distance, and the cylindrical epithe- 
lium may be present at least in part. The peripheral por- 
tions of the nodes again show the development by fusion 
of smaller tubercles. 

Formerly the opinion prevailed that this tuberculosis 
of the bile ducts (cholangitis or angiocholitis tuberculosa) 
originated from the entrance into the ducts of infectious 
material from the intestines. The virus w T as thought to 
penetrate the biliary epithelium without producing any 
lesions in it, and an eruption of miliary nodules would 
take place in the surrounding tissues (tuberculous peri- 
angiocholitis), which in their further growth might lead to 
a secondary rupture into the lumen of the ducts. Exam- 
ination of serial sections, as first carried out by Chiari and 
Kotlar, shows that tuberculous disease of the bile ducts 
invariably extends from without inward ; the nodules 
spring up in the periportal tissue and coalesce, eroding the 
walls of the ducts and breaking through into the lumen. 
In this way genuine tuberculous cavities may form in the 
liver which in their genesis are directly comparable to the 
pulmonary cavities that develop from peribronchial foci. 

(B) SYPHILIS. 

Syphilis occurs in two forms in the liver : namely, as a 
diffuse interstitial productive hepatitis, and as circum- 
scribed, specific, granulomatous formations or gummous 



hepatitis. Combinations ami transitions of these two 
forms are frequently observed. Both forms may develop 
iti the acquired syphilis of adults as well as in congenital 
syphilis, but it may be said, as a general rule, that in the 
acquired syphilis gummous productions predominate, while 
in the congenita! variety diffuse induration is the more fre- 
quent form. The microscopic appearances may differ con- 
siderably in children and in adults, and separate statements 
are consequently necessary. 

Interstitial, syphilitic hepatitis does not necessarily pre- 
sent either microscopic or macroscopic characteristics, ad it 
may appear as a cirrhosis which more frequently resembles 
the hypertrophic than the atrophic tyjK?. The parenchyma 
of the liver is separated by proliferating connective tissue 
into larger or smaller areas, which may show remnants of a 
distinct lobular structure or only irregular parenchymatous 
groups within the new connective tissue (Plate 72, Fig. 1). 
As in other forms of cirrhosis, circumscribed hyperplasias 
of liver cells occur, with the production of a tubular 
structure, the single cells often containing many nuclei. 
Within the connective tissue there occur also epithelial 
cylinders and convoluted and proliferated bile ducts. In 
the later stages the connective tissue tends to marked 
irregular shrinking, which, together with parenchymatous 
hyperplasia in other parts, produce* the irregular furrows 
and deformations into large lobes that so long have been 
held us characteristic of syphilitic cirrhosis. As will he 
seen in the following, these changes may also result in 
other ways. 

In the adult, circumscribed granulomas (gummas) may 
be met with at any stage. 

Recent gummous hepatitis (Plate 71, Fig. I) is charac- 
terized in the adult by the production of multiple nodules, 
which are generally evenly distributed throughout the 
organ, and, like tubercles, they are situated mostly in or 
near the periportal connective tissue, The eel hilar eh 1 * 
inentfl of which they are made up are quite similar to 
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PLATE 73. 

Fig. 1.— Proliferation of Glissonian Tissue in the Liver of 
the Newborn with Congenital Lues. X 75. The periportal tissue 
is greatly increased and concentrically arranged. 1, Bile duct ; 2, 
portal branch with thickened wall. 

Fig. 2.— Diffuse Induration of the Liver in the Newborn 
with Congenital Syphilis. X 280. 1, Greatly increased fibrous 
tissue between the columns of liver cells. Capillary epithelium pro- 
liferated ; 2, cellular accumulation with beginning nuclear fragmenta- 
tion (gumma). 



those in tuberculosis : namely, round, epithelioid, and giant 
cells. In syphilitic granulomas, however, spindle cells 
are predominant, especially in the peripheral districts, and 
the demarcation from the healthy tissue is not nearly so 
marked as in tubercles, the cell infiltration passing grad- 
ually outward among the more or or less disarranged cel- 
lular columns. In the center of the gumma there occurs a 
caseous necrosis, in which may be recognized for some time 
coarser, leaf-like structures (Plate 71, Fig. 1). 

By confluence of adjacent nodules, gummous formations 
may reach a very considerable size, up to that of the closed 
hand. These large masses consist mostly of a wholly case- 
ous, structureless material, in which may be found in later 
stages extensive calcareous incrustations, staining intensely 
blue with hematoxylin (Plate 71, Fig. 2). The per- 
ipheral spindle cells are changed into a dense fibrous cap- 
sule, in which may occur numerous vessels with greatly 
thickened walls and well-nigh occluded lumens (Vol. I, p. 
42), smaller heaps of round cells, and scattered foci of 
liver cells. 

When not calcified, considerable absorption may take 
place in the caseous centers of large gummas. Connective 
tissue passes in and produces circumscribed shrinking that 
may correspond to funnel-shaped retractions of the surface. 
In this manner also may arise the irregular, coarse lobu- 
lation of the syphilitic liver. 
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The relatively frequent occurrence of congenital syphilis 
is probably explainable by the circumstance that the virus 
is brought directly to the liver by the umbilical vein. 

In congenital syphilis of the liver diffuse induration is 
the most important change. The columns of liver cells 
are separated widely and completely disarranged as regards 
lobular order by broad bands of richly cellular connective 
tissue. This new tissue is very often densely arranged in 
concentric layers in certain places, especially around the 
portal branches and the bile ducts, and the blood-vessels 
may be wholly obliterated (Plate 72, Fig. 2). This pro- 
liferation and increase of the Glissonian tissue In often ap- 
parent at the hilus, whence it may be traced into the par- 
enchyma. 

Multiple miliary and submiliary gummas are not rare 
in the newborn. They are mostly interacinous nodules of 
epithelioid and round cells. Proliferated capillary epithe- 
lium probably takes part in the process; for there is at 
least considerable increase of epithelial cells between the 
trabecular of the lobules (Hutinel and Hudelo). The liver 
cells may contain two or more nuclei. 

In all forms of syphilitic hepatitis, as well in adults as 
in children, there is often a considerable increase of elastic 
fibers, stremds of which may pass into the lobules to the 
central vein. 

ECHINOCOCCUS OF THE OVER. 

Of the parasites in the liver, the echinococcus especially 
is of histologic interest This is the larval stage of the 
Trenia echinococcus of the dog (wolf and jackal). The 
eggs reach the human intestinal canal, the shells are dis- 
solved, and the embryos are taken up by the portal radicles 
and carried to the liver, where they develop into vesicles. 
This will explain why the liver is by far the most frequent 
seat of echinococcus. Metastases may form in other or- 
gans, such as the glands at the hilus of the li ver, the spleen, 
the lung, the heart etc. 
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PLATE 74. 

Fig. 1.— Alveolar Echinococcus of the Liver. X 26. (Picro- 
carmin. ) 1, Remnants of liver tissue ; 2, connective tissue infiltrated 
with round cells ; 3, small echinococcus cysts lined with folded, chitin- 
ous membrane. 

Fig. 2. — Echinococcus Scolex from Alveolar Echinococcus 
of Liver. The membrane of the cyst on the left. 1, Rostellum with 
hooklets ; 2, calcareous granules. 

Fig. 3. — Chitinous Membrane from Echinococcus cysticus 
of Liver. X 385. Note the longitudinal striation due to lamellated 
arrangement. To the right the more loosely arranged parenchymatous 
layer. 



In man, as well as in the beef, sheep, and swine, two 
distinct forms of echinococcus are distinguished. Echino- 
coccus cysticus and Echinococcus alveolaris. 

1. Echinococcus cysticus (hydatidosus) is by far the 
more frequent. In the north of Germany it is the only 
form. [In the United States echinococcus is rare] The 
vesicles may reach a size varying from that of a hazelnut 
to that of a man's head. The membrane is characteristic, 
and shows microscopically a lamellated structure of con- 
centric homogeneous layers. It consists mostly of chitin. 
When boiled with sulphuric acid, grape-sugar appears. 
Especially in the older and larger vesicles, this membrane 
is surrounded externally by a thick capsule of connective 
tissue, which may send radiating prolongations into the 
surrounding tissue. It usually contains proliferated biliary 
ducts such as are seen in cirrhosis. When only one cyst 
is present (Echinococcus unilocularis), the heads of the 
parasites, or scolices (scolex), are situated directly upon 
the inner and more loosely arranged layer of the cuticle. 
A scolex presents a small conical process (the rostellum), 
four oval suckers, a circle of glistening and stiletto-like 
hooklets, and usually numerous round and oval calcareous 
concrements. The entire scolex is usually invaginated into 
the shorter, posterior, pedunculated part, the so-called cer- 
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vieal portion. The form in which thcscolices are situated 
directly upon the inner surface of the primary cyst, form- 
ing small granules, is known as Echinococcus granulosa*, 
Often, however, the principal cyst may contain daughter 
cysts (up to fifty or more), and this again granddaughter 
cysts, which may contain scolices or be sterile. In addi- 
tion, the snariug off of daughter cysts externally gives rise 
to the so-called Echinococcus exogenus. 

Dead echinococcus cysts are frequently found in cada- 
vers. The diagnosis is then made certain only by finding 
the typically lamellated chitinous membrane or pieces 
thereof, or scolices and booklets* In addition, there are 
usually found calcareous concretions, and at times the whole 
cyst has been changed into a chalky or mortar-like mass, 
so that the calcareous materials must be dissolved out with 
hydrochloric acid before the characteristic elements are 
made demonstrable, mixed with fat, eholesterin, and granu- 
lar cells. Suppurative and septic processes may develop 
in echinococcus cysts, clue to the entrance of intestinal 
micro-organisms. In this way may be simulated primary 

abscesses of the liver the real nature of which is de 

clear only by microscopic demonstration of the membrane 
or booklets. 

In the presence of large vesicles the remaining liver 
tissue often shows a distinct compensatory hypertrophy 
with enlargement of the lobules, the cellular trabecule, 
and the liver cells, the latter containing numerous karyo- 
kinetic figures (Ponfick). 

2. The second form of ediiiiococciis, Echinococcus 
alveolaris (also called multiloeularis), occurs especially in 
south Germany, Tyrol, Switzerland, and southeastern 
Russia. It forms larger growths in the liver, of ;i dis- 
tinctly alveolated, spongy structure. Its pnrasitic na- 
ture was first recognized byVirehow, it having been diag- 
nosed previously as alveolar Colloid carcinoma. The cysts 
are composed of innumerable very minute vesicles, lined 
with a greatly folded and wrinkled membrane, which has 
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the pame structure as in Echinoeoceus cysticiis. The 
small cavities may contain scoliees ; but mure commonly 
they are sterile, containing sometimes a granular material 
consisting of fat, cholesterin, calcareous particles, and bili- 
ary pigment masses. In the early stages the development 
of the vesicles may be traced in the lymph-vessels of the 
liver (Virchow), hut later they get into relation with the 
blood-vessels and larger bile duets. 

A marked connective-tissue proliferation usually takes 
place around the vesicles, so that only remnants of com- 
pressed and atrophic liver parenchyma are seen (Plate 74, 
Fig. 1)* This connective tissue contains also proliferated 
bile ducts, round-cell accumulations, and often also giant 
cells, Calcareous particles, blood pigment, and biliary 
pigment may be deposited in this tissue. By softening 
of the membranes numerous alveoli may coalesce to form 
larger cavities, which appear to be filled with a puruloid 
material. Heal suppuration from the entrance of bacteria 
also occurs. [For a recent extensive study of Echi no- 
coccus alvtHjlaris, see Meluikow-Raswedenkow, I v. Sup- 
ply men theft of Ziegler's Beit rage, 1901.] 



THE PANCREAS. 

The histologic structure of the pancreas resembles in general that 
of the sal ivary glands, especially the parotid. The structure is con- 
sequently that of i\ tutnilo-ueiiums .inland. The duels are lim-d with a 
single layer of cylindrical epithelium. They are continued into the 
gland as short tidies, lined with low cells, and extend for some dis- 
tance into the alveoli as intralobular ducts, the cells of which are 
known us ccntnKieiimv cells. The cells of the glandular acini are 
large, more or less pyramidal in sIki)^, and piVH'M two zones in the 
fresh, secreting organ. The inner zone, nearer the glandular duct, is 
darker, coarsely granular, and filled with particles of the so-called 
zymogen which is assumed to be the mother of the specific ferment of 
the gland, trypsin. The particles swell up in water and are eventu- 
ally dissolved hy it, The broader, external none of the gland cells is 
clear, almost wholly homogeneous. In it ifl located the round, vesicu- 
lar nucleus j and often there are two nuclei in one celL Secretory 
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capillaries pass between the cells as far as the zymogenic zone and 
empty into the lumen of the duets. 

At certain point* in the interior of the lobules, or between them, 
are larger rounded or oval heaps composed of lai>;e, clear, and homo- 
aeneous cells. These masses are known as 11 the bodies of Langitr- 
nans, " after their diwoverer. They are separated by connective tissue 
from the surrounding secreting tissue and do not possess auy ducts. 
They contain very lar^e capillaries, and as the cells are situated 
directly upon the capillary walls, they have been regarded as glands 
with an internal secretion, like the hypophysis. 

Of the pathologic processes in the pancreas necrosis, 
though known for but a short time, is the most important. 
As it is closely related to the so-called fat-necrosis, this is 
also considered at this time. 

Small scattered islands of necrosis are very common in 
the pancreas. As shown by Chiari, they must be regarded 
as the result of autodigestiou caused by diffusion of 
the digestive pancreatic ferment, trypsin, and they may 
occur either after death or during life. In the first 
case the microscopic examination reveals that smaller or 
larger areas of the glandular lobules have been changed 
into homogeneous necrotic masses, in which the nuclei are 
pot stained and in the vicinity of which there are no evi- 
dences of reactive changes. In the intravital necroses the 
necrotic area is surrounded and separated from the adja- 
cent tissue by a zone of inflammatory tissue infiltrated 
with leukocytes (as in the case of infarcts). In the early 
stages the borders of the cells disappear and the cells of 
the affected alveoli run together into mu Hi nuclear heaps 
(Plate 7o, Fig. 1) which show a progressive vacuoliza- 
tion, and eventually the nuclei disappear wholly. Langcr- 
han^ bodies persist the longest. Local anemia, caused by 
contraetioti of the arteries and by endarteritic processes in 
the pancreas, has been made responsible for this necrosis 
(Beneke, Bhune, Chiari). Under certain conditions the 
necroses may become very extensive; large parts of the 
pancreas may be exfoliated, and the erosion of vessels not 
infrequently has led to fatal hemorrhages («* pancreatic 
apoplexy"). [Important contributions to the study of 
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PLATE 75. 

Fig. 1.— Fatty Degeneration [?] and Necrosis of Pancreas. 

X 74. 1, Parenchymatous zone in which the cells have coalesced into 
larger cell groups ; 2, broad connective tissue bands with necrotic 
nuclei ; 3, necrotic fat tissue with " latticed" structure. 

Fig. 2.— Necrosis of Pancreas. Fresh teased preparation. X 280. 
There are numerous larger and smaller fat globules. Some have a 
semilunar, hyaline zone (to the left and below). There are bundles 
and radiating masses of crystalline fatty acids. 



pancreatitis, experimental and otherwise, have been made 
recently by Flexner and Opie. Their articles may be 
found in " Contributions to the Science of Medicine by the 
Pupils of Wm. H. Welch/' 1900, "The Bulletin of the 
Johns Hopkins Hospital," and in " Journal of Experi- 
mental Medicine."] 

An almost constant concomitant condition of pancreatic 
necrosis is necrosis of the fat in the pancreas, as well as 
in the peripancreatic fat tissue, and, further, of the fat of 
the omentum and the mesentery ; more rarely in the sub- 
serous abdominal fat, but occasionally even in the fat of 
the anterior abdominal wall and in the subpleural fat 
[and even in the fat of bone marrow] . The necrotic foci 
appear macroscopically as sharply circumscribed, yellow- 
ish-white, opaque areas, and they show marked micro- 
scopic alterations. The capsules of the large fat cells in 
fresh preparations are found to contain innumerable fat 
droplets, and often the nuclei appear increased in number. 
More commonly the fat shows signs of a still further 
advanced disintegrative process, as the rounded spaces 
are filled with radiating bundles of glistening crystalline 
needles (Plate 75, Fig. 2). It concerns the formation of 
salts by calcium and fatty acids (palmitic and stearic), as 
demonstrated by the appearance of typical rhombic crys- 
tals of gypsum by subjecting proper specimens to the pro- 
longed action of pure sulphuric acid. About the bundles 
of crystals are often found homogeneous opaque masses. 
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The persisting fat cells often show an annular or half- 
moon-shaped ^ hyaline, transparent outer zone, which is 
stained intensely blue with hematoxylin (Plate 75, Fig. 2). 
Sections of hardened preparations of the necrotic fat tissue 
show a peculiar lattice-like (" fachwerkahuliehcr ") struc- 
ture (Katz and Winkler). 

There is good reason to believe that this characteristic 
change in tat stands in causal connection with primary 
disease of the pancreas, the course of events being trace- 
able to the liberation by the retrogressive changes in the 
gland of the fat-splitting ferment of the pancreas (steap- 
sin). This view is strengthened by the recent observa- 
tions (M. B. Schmidt) of multiple intra-abdominal fat- 
fteerosifi following traumatic ruptures of the pancreas, 
[Flexner found steapsin present in necrotic foci at certain 
stages of the process. The subject, has also been investi- 
gated by Herbert U. Williams and by Opie.] 

Of other processes of histologic importance in the pan- 
creas may be mentioned infectious granulomas both tuber- 
culous and syphilitic. The first appears in the form of 
circumscribed nodules of characteristic structure, most 
commonly interacinous. and usually as a terminal dissem- 

M ft, 

inatiou in cases of chronic pulmonary tuberculosis as well 
as in typical general miliary tuberculosis. 

Syphilis of the pancreas is observed especially in the 
congenital infection of the newborn, and mostly as a dif- 
fuse, often highly cicatricial induration of the gland, the 
specific gland cells being crowded out by a dense fibrous 
tissue. The lobules may disappear except for a few groups 
and bands of epithelial cells, (Langerhaus 1 bodies seem 
to persist uninjured.) Genuine gummas are more rare, 
but they occur occasionally as well in the newborn as in 
the tertiary stage of acquired syphilis. They show central 
caseous necrosis and peripheral fibrous encapsulation. 

Pigmentation of the cells of the pancreas ocelli's as part 
of general pigmentary deposition, as in alcoholics with 
v, Recklinghausen's pigmentation of the iutestinal muscu- 
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II. THE EXCRETORY URINARY PASSAGES. 

The excretory urinary passages consist of three layers — fibrous, 
muscular, and mucous. The first consists of fibrous tissue and elastic 
elements. The ureters possess an external transverse and an inner 
longitudinal layer of smooth muscle-fibers, which are continued into 
the renal pelvis. 

The mucosa has a vascular stratum proprium and a many-layered 
epithelium, the upper strata of which consist of large and flat cells 
and give a serrated or festooned appearance when seen in profile from 
below. Then follow cylindrical and club-shaped cells, while the lower 
layer consists of small round epithelial cells. Leukocytes are often 
seen passing through between the cells. In some places the epithelium 
sinks down and forms depressions, but glands and papillae are not 
found in the pelvis, the ureters, and the bladder. The epithelium 
rests upon a homogeneous basement membrane. Dense accumulations 
of lymphocytes occur under the epithelium, often in follicular form. 
There is no real submucosa, but the stratum proprium passes into the 
muscularis with sharp borders. The urinary bladder has a triple layer 
of muscle-fibers — an outer longitudinal layer, and under this a net- 
work of oblique and transverse fibers. The crypt-like depressions of 
the epithelium in the urinary passages occasionally give rise to cysts 
(Lubarsch). 

Circulatory Disturbances. 

Passive hyperemia of the kidneys is found frequently 
at postmortems, especially in cases of hypertrophy of 
the heart, as seen particularly in beer-drinkers [this 
book is written in Munich], in fatty heart, in valvular 
disease of the left heart in consequence of chronic endo- 
carditis of the aortic or mitral valves ; furthermore in 
many pulmonary diseases (emphysema, chronic pulmonary 
tuberculosis), and sometimes also from local circulatory 
disturbance on account of thrombosis of the inferior vena 
cava. In the earlier stages of passive congestion the kid- 
neys are large, deep brownish- red, the surfaces smooth. 
This condition is constantly found after death from 
asphyxia. Microscopically there is marked hyperemia of 
the venous channels, extending into the capillaries and 
the glomerular vessels (Plate 76, Fig. 1). The capillaries 
are filled with red blood cells, and on this account the dis- 
tance between the transverse sections of the uriniferous 
tubules appears widened. Occasional corpuscles are found 
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in the lumen of Bowman's capsule and of the tubules 
(Plate 76, Fig. 1). 

Longer continuation of the congestion is sure to cause 
increase iu consistence of the kidneys, as in other organs 
subjected to increased blood pressure (eomj>are "Passive 
Congestion of the Lungs," Vol. I, p. 83). As the venous 
hyperemia gives the organ a bluish-red color,- the condition 
is called cyanotic induration. With time, the surface 
becomes granular and the kidneys undergo a progressive 
diminution, which may end in a genuine granular utrophy 
(granular congested kidney). 

The histologic changes now become quite complicated. 
Radiate sections show many foci in the cortex, with a high 
grade of ectasia and congestion of the venous (and arte- 
rial) vessels and capillaries, around which are cell accumu- 
lations (Plate 76, Fig. 2)* If the surface is uneven, then 
the cellular foci will he found to correspond to retractions, 
while the "granula " [or projections] are formed by appa- 
rently normal tissue. 

Closer examination of the foci of infiltration reveals 
that the uriniferous tubules in them are often diminished 
in size, the trans verse sections and the lumens narrow, the 
epithelium lifted from the basement membrane and dislo- 
cated into the lumen. 

In many tubules there is thickening of the basement 
membrane, which appears glistening, homogeneous, and 
swollen ; and the capillary walls also appear somewhat 
thickened and homogeneous, the nuclei of the lining cells 
are increased in number, and the exterior covered with 
long, spindle-shaped cells. The spaces between the tubules 
and capillaries seem wider on account of tins increase in 
the ground substance, which often may be finely fibri Hated 
or granular, inseparably amalgamated with the thickened 
l>asement membranes, the latter appearing to contribute to 
the increase in the interstitial tissue. Occasionally the 
thickened basement membranes form empty and collapsed 
rings in which the epithelium has been desquamated and 
II— 5 
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PLATE 76. 

Fig. 1.— Passive Congestion of Kidney. X 130- All capillaries 
and veins, as well as the loops of the glomeruli, are highly ec tactic and 
filled to distention with red blood-cells. The urinary tubules contain 
vacuolated albuminous masses, and in the capsular space of the 
glomeruli is coagulated albumin. 

Fig. 2.— Cyanotic Induration of the Kidney. X 54. All blood- 
vessels are dilated. 1, Subcortical [subcapsular] cortical zone ; 2, 
indurated focus in which the interstitial tissue is increased and cellular, 
Bowman's capsules thickened, and the uriniferous tubules compressed, 
in part absent. 



lost. Occasionally the epithelial cells have coalesced into 
one mass within such spaces. t Large accumulations of 
round cells are comparatively rare in the widened inter- 
stitial bands. 

The foci of this character are found always in the imme- 
diate vicinity of dilated and congested veins, and espe- 
cially where the superficial stellate plexuses unite to form 
venae interlobulares. It is here that the earliest cicatricial 
retractions appear. The adventitia of the veins is consid- 
erably thickened and contains numerous collagenous and 
elastic fibers, which pass out into the surrounding connec- 
tive tissue. The walls of the arteries within these foci are 
found often much thickened, the increase occurring in the 
adventitia and in the intima as well as even in the muscu- 
lar coat. The thickening and cell proliferation usually 
extend to ther smaller vessels, more particularly the vasa 
afferentia and efferentia of the glomeruli. 

The Malpighian bodies in the early stages of cyanotic 
induration show a marked injection of the capillary loops, 
occasional red blood cells escaping into the capsular space. 
Later the capsular spaces generally contain an annular or 
semilunar-shaped zone of transuded albumin, which is 
made very distinct by placing the pieces in boiling water 
for a short time or in concentrated sublimate solution, 
which coagulates the albumin (Plate 76 ; Fig. 1). The 
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epithelium of Bowman's capsule as well as of the capillary 
loops shows swelling, cloudiness, nuclear proliferation, and 
degquamatioiii so that larger epithelial masses arc often 
found in the capsular space which later may undergo fatty 
changes. These are changes that are met with again in 
all inflammatory processes of the kidneys. 

Later there is established progressive increase in the 
thickness of Bowman's capsules, which begins in the same 
manner as described in connection with the basement 
membrane of the uriniferous tubules. Gradually single 
capillary loops become occluded and assume a homogen- 
eous, "hyaline" appearance without giving auy special 
staining reactions. At this stage there may be quite 
marked cellular accumulations about the vascular pedun- 
cles of the glomeruli, and the impression is obtained that 
this compresses the vessels. As little by little the glom- 
erulus melts together, as it were, with its capsule, the 
capsular space is obliterated, beginning at the hilus and 
gradually spreading to the capillary loops. The increas- 
ing thickness of the capsule, the formation of a concentri- 
cally ft bri Mated connective tissue with but few nuclei, and 
the occlusion of capillary loops eventually transform the 
whole Malpighian body into an acellular and anuclear 
homogeneous, glistening ball — a process that develops in 
the same manner in chronic inflammatory conditions. 

The medulla is also affected. The uriniferous tubules 
appear separated by a homogeneous or fibrillar material 
with but little cell infiltration. The arteria? arcuata? show 
a broader adventitial from which fibrous prolongations 
radiate into the surrounding tissue* The medullary rays 
are relatively least involved in the interstitial increase. 

In long-continued but slowly advancing instances ex- 
tensive shrinking takes place in the interstitial tissue, and 
thus arises a typical granular atrophy, which is distin- 
guished from genuine contracted kidney only by the per- 
sistent hyperemia and by the fact that the genesis may 
still be traced by the increased thickness of the vaacmlax 
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walls. Secondary and extensive fatty rhinites often take 
place in the tubular epithelium, and hyaline and granular 
casts are found. 

Infarcts. 

As the arteries of the kidney are terminal arteries in 
Cohnheim's sense (/"• e, t arteries that do not communicate 
with one another by means of anastomoses), it follows that 
the embolic (or thrombotic) occlusion of an arterial branch 
is followed always by the formation of an area of anemic 
necrosis. The size of the infarct varies according to the 
size and importance of the occluded vessel ; the shape is 
always that of a wedge, the point directed toward the hilus 
[those involving the cortex only are more quadrilateral]. 
The point usually lies in the medulla, while the base gen- 
erally reaches to the surface or is separated from it by a 
thin layer of healthy tissue when the blood supplied by 
the capsular arteries suffices to maintain the nourishment. 

Microscopically the recent infarct is sharply differenti- 
ated from the surrounding tissue by the changes incident 
to necrosis (Plate 77, Fig. 1), Even the unstained section 
shows clearly the blurred, opaque, grayish appearance of 
the parenchyma. While the nuclei of the adjacent cells 
are rendered distinct by the addition of acetic acid, this 
agent lias no such effect upon those of the infarct. But at 
the margins there is some accumulation of nuclei and a 
circle of thickly distributed fat globules in the epithelial 
cells. Stained sections show complete absence of nuclei in 
the affected area. The general structure of the tissue is 
retained, fur the uriniferous tubules and glomeruli are rec- 
ognizable, but the nuclei are absent and cannot be made 
visible by any of the usual stains. Evidently the chro- 
matin is lost, and as the examination of fresh tissues with 
acetic acid demonstrates that the achromatic nuclear sub- 
stance also is absent, it follows that a real and complete 
disappearance of the nuclei has taken place. The distinc- 
tions in structure and staining properties between nucleus 
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and cell body are destroyed. The cell bodies proper also 
are changed : the borders between the individual cells have 
disappeared* The lumens are ringed by material which 
retains color poorly even when treated with diffuse stains, 
and is provided with irregular serrations upon the inner 
surface. Small fat droplets are often present. Sometimes 
desrmamation has taken place and irregular flakes lie in 
the lumen* The eilia and the longitudinal striations are 
wholly lost, and, except for the vacuoles, the necrotic epi- 
thelial cells have no structure whatever. After a longer 
time the nuclei of the interstitial tissue also lose their affin- 
ity for staius, retaining their vitality better than the tubu- 
lar epithelium. Hence in the earlier stages the nuclei of 
the intcrtubular capillaries may be demonstrable, while the 
tubular epithelium has lost its nuclei completely. 

The loss of nuclei find the increasing disintegration of 
the cells is the result of a coagulation of the cells of the 
necrotic area, produced by an infiltration of plasmatic fluid 
from the surrounding healthy tissue (Weigert). The 
lymph permeates the necrotic areas and dissolves the 
chromatin, hence the disappearance of the nuclei [karyo- 
lysis]. As the cells perish fibrinogen is set free, and 
actual fibrin may be formed. The fibrin stain then shows 
a fine network of fibrinous threads in the capillaries be- 
tween the tubules, and sometimes in the tubules, and es|>e- 
cially at the margins of the infarct. 

After a. time the picture changes materially. At the 
margins thick accumulations of nuclei take place, and 
even with low power they form a dark circle. Close; 
Study shows that the nuclei are arranged in dense masses 
between the tubules, only a few being found within them or 
within the glomeruli (Plate 77, Fig. 2). It concerns leu- 
kocytes which have wandered into the infarct in response 
to the chemotaotie influence of the necrotic tissue. They 
rarely reach the center, but accumulate mostly in the per- 
iphery. This leukocytic infiltration is only transitory. 
Before long the immigrated cells show fatty cli&u^& W&fe 
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PLATE 77. 

Fig. 1.— Anemic Infarct of the Kidney. X 72. 1, Wholly ne- 
crotic anuclear renal tissue ; 2, marginal zone infiltrated along the 
interstitial tissue by leukocytes with fragmented nuclei. 

Fig. 2.— Margin of Anemic Renal Infarct (giving detail of 
Fig. 1). X 260. 1, Necrotic uriniferous tubules without nuclei, 
parts filled with loosened epithelium. In the center a necrotic glomer- 
ulus with anuclear capillary loops. In the interstices, and also in 
glomerulus, heaps of leukocytes with fragmented nuclei. 



cell bodies and a peculiar disintegration of the nuclei. 
After a preliminary condensation of the nuclear membrane 
the nuclei are reduced to innumerable smaller and smaller 
fragments, which retain the nuclear stains to the last. 
This change, designated as karyorrhexis by Klebs, some- 
times takes place in the nuclei of the uriniferous tubules 
and the glomeruli before the complete disappearance of the 
nuclei just described. Fresh preparations of this stage 
show the dark zone, produced by the leukocytes and the 
inclosed fat droplets, sharply distinguished from the healthy 
tissue on one side and the necrotic on the other ; and stained 
sections are chiefly remarkable for the innumerable nuclear 
fragments, varying in size from a leukocytic nucleus to the 
minutest speck, and lying between the tubules (Plate 77, 
Fig. 2). 

The blood-vessels in the neighborhood of the infarct — 
arterial, venous, and capillary — are usually dilated to the 
utmost. Occasionally the embolus may be found in a sec- 
tion of the afferent artery. The marked injection is caused 
by obstruction of the blood on account of the occluded ves- 
sels in the infarct. First there develops stasis in the cap- 
illaries and veins, shown by the accumulation of leukocytes 
along the walls, and later there may be a backward move- 
ment of the blood in the veins, thus establishing the essen- 
tial condition for hemorrhagic extravasation. The anemic 
necrosis that supervenes on the closure of the endartery 
naturally extends to the walls of the blood-vessels, which 
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consequently no longer are able to retain within the lumen 
the blood as it again enters, and so the red blood cells in 
masses pass through the walls — hemorrhage by diapedesis. 
This is confined mostly to the margins of the infarct, and 
the kidney is the most frequent seat of anemic infarcts 
with hemorrhagic margins. If the backward current 
passes through the whole infarct, then hemorrhage may 
take place throughout the whole extent of the latter, which 
then becomes a hemorrhagic infarct. Histologically this 
differs from the anemic infarct only in the presence of 
innumerable red blood corpuscles between the necrotic 
tubules and glomeruli ; the other degenerative and disin- 
tegrative changes take place in both. 

When an infarct exists for some time it diminishes in 
size. The external surface and the cut surface sink below 
the surrounding tissue, which in the earlier stages often is 
a little below the level of the infarct. At the same time 
the infarct becomes hard and dry. Histologic examina- 
tion reveals that this is the result of a progressive disap- 
pearance of the necrotic tissue and a simultaneous "or- 
ganization ?? of the area. The fat droplets in the necrotic 
and in part desquamated tubular epithelium increase in 
unmoor and are subdivided in smaller and smaller particles, 
so that the necrotic tissue is emulsified and removed by 
absorption of the fat. The empty tubules collapse and 
become no longer demonstrable. Not infrequently there is 
a kind of regeneration of the urinifemus tubules, though 
only to a limited extent, in that new epithelial cells creep 
in along t lie basement membrane from the margins, and 
sometimes they inclose the loosened and necrotic epithelial 
debris in the lumen. The young cells are recognized as 
new epithelial cells by their numerous mitotic figures. 

In the glomeruli there is also a desquamation of the dead 
epithelial cells, and a fatty disintegration of the masses in 
the capsular space ; at the same time the capillary loops 
collapse. Not infrequently this collapse is prevented by 
extensive fibrinous deposition. 
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PLATE 78. 

Fio. 1.— Hemorrhagic Infarct of Kidney. X 260. The renal 
tissue wholly necrotic ; only a few nuclei have taken the stain ; the 
tubular epithelium to some extent desquamated. The intertubular 
spaces and the glomerulus at the upper right corner filled with thickly 
crowded red blood- cells. 

Fio. 2.— Margin of an Embolic Scar in the Kidney. (Organ- 
ized infarct.) X 50- 1, Normal renal tissue ; 2, contracted area once 
occupied by infarct containing glomeruli transformed into balls of 
fibrous tissue (3) and a few regenerated tubules. 



As the leukocytic infiltration described before disappears 
through fatty changes and karyorrhexis a new permanent 
tissue grows into the infarct. Delicate vascular sprouts, 
surrounded and capped by young cells, rich in protoplasm 
and " epithelioid " in shape, — the so-called fibroblasts, — 
penetrate the area and spread throughout its whole extent, 
ultimately substituting the old parenchyma. The new tissue 
extends also into Bowman's capsules of the Malpighian 
bodies, but the globular shape of the latter is usually re- 
tained. As the vessels close and the cells diminish in 
number, while the fibrillar elements of the new tissue in- 
crease, there forms a dense fibrous tissue, which leads to 
considerable shrinking at the site of the infarct and consti- 
tutes the " embolic scar." It consists of more or less 
cellular connective tissue in which occur occasional heaps 
of round cells and concentrically fibrillated globules that 
correspond to changed Malpighian bodies. These masses 
lie very close together in the shrunken scar tissue because 
the intervening parenchyma has disappeared, and at first 
sight it appears as if the glomeruli had been greatly 
increased in relative number (Plate 78, Fig. 2). At the 
margins may be found the regenerative changes referred to 
in the foregoing, in form of narrow coils clothed with a low 
epithelium. The scar tissue always has less volume than 
the tissue it replaces, and on this account the fully organ- 
ized infarct always appears as a funnel-shaped depression. 
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The consequences so far described are the purely mechan- 
ical results of embolism, as may be produced by detacheil 
pieces of marantic thrombi or of degenerated areas in the 
walls of larger vessels. The process is different when in- 
flammatory agents, such as living micro-organisms, are car- 
ried into the kidney by the emboli The most frequent 
micro-organisms are staphylococci, streptococci, and pneu- 
mococci, and they may enter the kidney from endocardial 
vegetations or purulent venous thrombi. The further 
course of events varies according to the number and the 
virulence of the microbes ; the histologic picture is domi- 
nated, however, by the results of the chemotaetic influences 
of the organisms, namely, the accumulation of pus corpus- 
cles. Only in the earliest stages is it occasionally possible 
to demonstrate the cocci in endarteries or in capillaries. 
The glomeruli are the must suitable points for this purpose 
(Plate dO, Fig. 8), for the glomerular loops may be dis- 
tended as if injected with coeci or pails may show vari- 
cose dilatations produece] by heaps and sausage-shaped 
masses of bacteria. At the same time, there are usually 
single micro-organisms or swarms of such in the sur- 
rounding tissue and in the capsular space. Cross-section 
of small arteries may show confluent coccal masses. A 
dense zone of leukocytic infiltration rapidly forms around 
the microeoecal embolus. This is the embolic abscess of 
the kidney. In the cortex it is usually rounded and sur- 
rounded by a hemorrhagic bolder, while in the medullary 
pyramids the abscess tends more to assume a long and 
narrow form, so that when many are present converging 
lines run toward the apex. 

Microscopic examination shows in the center a small 
arterial vessel filled with a mass of cocci, or i glomerulus 
the loops and capsular spaces of which contain micro- 
organisms (Plate 89, Fig. *2). About this focus is a dense 
infiltration ofleukoeytcs, in the central parts of which the 
kidney tissue is no longer visible ; but at the outer mar- 
gins of the infiltration the leukocytes are seen to enter first 
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the spaces between the tubules, whence they enter the tub- 
ules, pushing the epithelium away from the Imminent mem- 
brane. Cross-sections of uriniferous tubules may show 
complete desquamation of the epithelium, the lumen being 
filled with thickly massed leukocytes. At other places 
the epithelium may be adherent, but without nuclei and 
necrotic. 

In the medullary pyramids the foci are somewhat dif- 
ferent The center is formed by one or more masses of 
eocei, but close study shows that they do not lie in blood- 
vessels, but in the lumens of urinary tubules. Often the 
cocci adhere to the surface of a grauular or epithelial cast 
It is therefore plain that these are micro-organisms which 
have passed through the vascular loops of a glomerulus 
into the capsular space, and further on in the urinary tub- 
ules until their excretion was arrested by some obstacle, 
usually a cast. A spindle-shaped, necrotic, unstainahle 
zone forms around the mass, outside of which there is leu- 
kocytic accumulation. Much more rarely the medullary 
foci also start in emboli that close up an artery or a capil- 
lary in the medullary substance. 

In all such " infection^** ** mycotic," or " malignant " 
infarcts the acute inflammatory phenomena predominate 
over the purely mechanical and necrotizing results ; ami 
this the more, the larger the number of micro-organ isms 
carried in. 

Erroneously certain depositions of elements not of eel hi- 
lar nature are also designated as infarcts. These substances 
are not carried by the blood- vessels directly to the point 
of excretion, their presence in the kidney is not the result 
of embolism, and there is usually no necrosis of tissue ; for 
it concerns the excretion by the glomeruli or the secreting 
epithelium of the uriniferous tubules of elements originally 
circulating in the blood and its precipitation and depo- 
sition along the route of elimination. In order to dis- 
tinguish these deposits from embolic infarcts they have 
been designated as concrement infarcts. Various sub- 
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stances which enter the circulation may be deposited in the 
tubules of the kidney. 

Under the influence of agents which destroy blood cor- 
puscles the so-called hemoglobin infarct may form in the 
kidney. Thi^ consists of blood pigment which, circulating 
in the blood, passes through the glomeruli and the capsu- 
lar spaces into the uriniferous tubules, and here is deposited 
mostly in the straight tubules, especially in Henle's loops 
and in the medullary pyramids. In the latter it forms 
large cylindrical masses* More rarely the capillary loops 
of the glomeruli are tilled. The pigment ap[>ears in the 
folta of brown, rounded and angular flakes, often of the 
size and form of red blood cells, but considerably darker 
in color. Hemoglobin infarcts arc encountered after severe 
infectious diseases, especially scarlet fever; oflener still 
after the destruction of red cells in cutaneous burns or in 
transfusion of heterologous blood ; also in certain intoxica- 
tions, of which potassium chlorate intoxication must be 
mentioned first ; but arsenic, phenol, pyrogallol, and mush- 
room poisoning (IMrvffa vst'tttaiftt) also produce such de- 
posits (Plate 7!J t Fig. 1). 

In newborn children, especially those markedly icteric, 
rhcre may be found in the uriniferous tubules, particularly 
of t lie medulla, cylindrical masses, winch give Gmelin's 
reaction for biliary pigment in a characteristic manner, 
l'otassie hydrate is added to the microscopic preparation, 
washed off with water, and followed by nitric acid ; the 
masses now appear at first green, then blue, violet, and 
finally red. The epithelial cells of the tubules and the 
smaller blood-vessels occasionally contain granules of this 
substance. The condition is called bilirubin infarction. 

Also in the newborn, but much ofteiier than bilirubin 
infarction, there is a deposition of urates in the lower ends 
of the uriniferous tubules. This is the uric acid infarct. 
It i^ found oftencrtt in children dying during the two first 
days of life, but occurs occasionally also in nurslings of a 
few weeks. Formerly it was regarded as a sure sign of 
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PLATE 79. 

Fig, 1.— From the Renal Medulla in Poisoning with Rotas 
slum Chlorate, X 220. The straight tubules for the moat pa* 
fillwl with V4 j I u minora cylinders of disintegrated red blood corpuscl 
and confluent masses of hemoglobin. The lumens of the tubul 
dilated in places. 

Fig. 2.— Uric Acid Infarct in the Kidney of the Newborn. 

X 25- A papilla in which most of the papillary duets are distended 
with greenish cuncrenients (urate of ammonium). 



extrauterine life, but it is found once in a while in still- 
born full-terra fetuses* The medullary pyramids present 
fine yellowish-white to orange-yellow striations that di verg 
from the apex toward the base* Pressure on the pa pi 11 
brings out a powdery mass at the orifices of the papilla 
ducts, and microscopic examination shows that the straight 
tubules, especially in their lower part, are sometimes con- 
siderably dilated and filled with a coarsely granular green 
ish material pressed into cylindrical masses. High powers 
may reveal dark granules and small globules covered 
with sharp points. On the addition of acetic acid there 
appear crystals of uric acid. The amorphous deposits con- 
sist largely of ammonium urate (Plate 79, Fig. 2). 

In uric aeid diatheses and in arthrities, occasionally 
also in leukemia, precipitations of sodium urate take place 
in the kidney . As in the articular cartilages (Plate 120, 
Fig. 2), it forms needle-shaped crystals sometimes arranged 
in bandies. The renal parenchyma in the neighborhood, 
and often for some distance away, appears necrotic, and 
the borders of the areas are infiltrated with leukocytes 
("gouty kidney 

Often pigments of various kinds, both endogenous an 
exogenous, are excreted by the kidney in which they may 
accumulate (fiGG 11 Atlas of General Pathologic Histology," 
" Pigmentation 

In old age, especially in cachectic conditions, and as 
ciated with general atrophy of the kidney, there may be 
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brown pigmentation of the epithelium of the convoluted 
tubules and of the loops — a " brown atrophy " quite anal- 
ogous to that of the heart and the liver. The pigment is 
free from iron and forms fine particles about the nuclei 
of the shrunken epithelial cells. 

In general icterus the kidneys are usually involved to a 
high degree. The biliary pigment is not uniformly dis- 
tributed, but is found grouped in smaller areas of tissue in 
the form of fine yellowish or greenish clumps and flakes 
in the desquamated epithelium of the convoluted and 
straight tubules (Plate 80, Fig. 2). Epithelial casts loaded 
with pigment masses are found in the straight canals, and 
hyaline easts are sometimes diffusely stained by greenish 
biliary pigment (icteric cylinders). 

Marked icterus of the kidney is nearly always associated 
with more or less extensive fatty changes in the renal 
parenchyma. 

Pathologic pigment formations in the body are also often 
followed by elimination of the pigment through the kid- 
neys and by deposits in the excretory ducts. In general- 
ized melanosareomu and melanuria the kidneys are often 
of a smoky gray or deep brownish-black color. In teased 
specimens isolated glomeruli show a brownish, finely gran- 
ular pigment in the capillary loops and in the capsular 
space, and the cells of the uriniferous tubules maybe filled 
with pigment granules without the necessary presence of 
metastatic tumors or of severe parenchymatous degenera- 
tion* Sections often show the entire circumference of the 
uriniferous tabules quite uniformly infiltrated with pig- 
ment at the same time as the nuclei stain well (Plate 80, 
Fig.l). 

Finally, exogenous pigment introduced into the l>ody 
as foreign substances may be deposited in the kidneys 
in the process of elimination, A classical example is 
the so-called silver infarct or argyria of the kidneys, 
which was seen more frequently in the past when certain 
diseases, as tabes, were treated for long periods with large 
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PLATE 80. 

Fig, 3U— Melanosis of the Kidney in General Melanosarcoma. 

X 150. The epithelial cells of the majority uf the, tubules are filled 
with brownish, finely gnumlur pigment, Pi^ueM masses in the lumen 
of some of the tubules and also in the interstitial tissue (right lower 
corner). 

Fig. 2.— Icterus of Urinary Epithelium. XlfiO. A few tubules 
contain desquamated epithelium tilled by dark brown pigment. 

Fir,. — Isolated Urlniferous Tubule in Cloudy Swelling of 

Kidney. Fresh teased Hprciiiien. :WMt. The epithelial cells are 
greatly swollen, the outlines and nuclei obscure, the protoplasm tilled 
with masses of ilnst-like granules (albuminous). 



doses of silver salts. By reduction, metallic silver is set 
free in the form of most minute black granules, which are 
deposited in the cortex of the kidney, us well as elsewhere, 
the glomeruli becoming visible inaerosenpieally as small 
black points, while occasional grayish or black stripes 
appear in the medulla. Microscopic sections may show 
the glomeruli wholly covered with silver, which appears 
as fine granules, partly in the cement, of the vascular epi- 
thelium, partly in the basement membranes of the glomer- 
uli, and also of the uriniferous tubules. The nuclei appear 
normal. In the medulla then? may form an exceedingly 
fine, delieate black network, corresponding lo the course 
of the capillaries (see illustration in " Atlas of General 
Pathologic Histology/' "Pigment"). 

Calcareous salts are deposited in the kidney under vari- 
ous conditions. In the first place, the snlts in solution in 
the blood may l>e precipitated in the kidney in consequence 
of increasing concentration of the solvent; and, secondly, 
calcification may occur in necrotic renal tissue. The for- 
mer occurs in the calcification of old age, in wliich the 
collecting tubules of the medulla are involved especially. 
In old people, and particularly in cachectic individuals, 
fine whitish converging lines are found about the medullary 
papilhe; the cribrum may be wholly incrusted, the open- 
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ings of the papillary ducts appearing as small holes. More 
infrequently this senile calcification extends higlier into the 
straight tubules and into the medullary rays. In the 
affected areas the epithelium of the tubules is usually flat 
and atrophic, the lumen tilled with whitish, glistening, 
scaly masses. On the addition <rf pure sulphuric acid 
these masses are dissolved at the same time as gas bubbles 
form, the salts being mostly carbonate and phosphate of 
calcium ; and after a certain time fine rhombic and needle- 
shaped crystals are formed {gypsum), which, like ty rosin 
crystals, arrange themselves in bundles and radiating 
masses. 

Similar calcareous deposits occur in the kidney, the 
medulla especially; in severe diseases of the skeleton asso- 
ciated with absorption of lime salts from the osseous tissue, 
as in osteomalacia and extensive caries. 

Calcareous infiltration may succeed degenerative changes 
of the renal tissue in tin* course of certain intoxications, 
more particularly corrosive sublimate poisoning the fatal 
result of which is delayed for some days. This has been 
observed also in intoxications with bismuth, glycerin, phos- 
phorus, and aloin. The calcification, which is often exten- 
sive, affects principally the cortex, unci here the tubuli 
contort! and the straight tuhules of the medullary rays. 
M-trmscopieally there may be seen fine, white, opaque 
flecks. The unstained microscopic preparations examined 
in direct light show in the labyrinths extensive scales and 
granules, which have a peculiar white glitter. The solu- 
tion with gas formation on the addition of sulphuric acid, 
and the rapid formation of gypsum crystals, show that 
lln se are calcium salts. 

The best general view is obtained in sections stained 
witli hematoxylin. The epithelium of the convoluted and 
straight tubules is necrotic over extensive stretches, anu- 
clear, lifted from the basement membrane, irregularly split 
up, filling the lumen in the form of separate scales or as 
continuous cylinders, Occasional nuclei persist, but these 
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PLATE 81. 

Acute Fatty Degeneration of Kidney in Pregnancy. Frozen 
section. Sudan staining. X 680. All tubules greatly swollen ; 
the epithelium filled with fat droplets stained red by sudan. The 
inner layers of the cells in part free from fat. The glomerulus normal. 
At 1 desquamated cells with fatty changes in the capsular space. 



are usually pushed into the basal parts of the cells (Plate 
83, Fig. 1). The light blue necrotic cell masses contain 
in places deep blue spots, which with high powers are 
found made up of single granules and globules. In the 
tubules of the medullary rays entire cylinders are found, 
consisting of calcareous masses. The glomeruli are mostly 
free from special changes. 

Secondary calcareous infiltrations occur in the kidney 
after extensive shrinking and connective -tissue formation, 
and with especial frequency in old embolic scars. The 
concentrically fibrillated connective tissue occupying oblit- 
erated glomeruli is often changed into glistening calcare- 
ous spheres. 

Degenerations. 

Degenerations in the kidney are often associated with in- 
flammatory changes, and while these two groups of changes 
are often dependent on each other, they may occur inde- 
pendently without any causal relationship. But even pure 
renal degenerations are manifest clinically by the presence 
of casts and of albumin in the urine, and the clinician 
generally regards these deviations from the normal as 
symptoms of renal inflammation, — " nephritis," — so that 
many forms of pure renal degeneration are clinically 
regarded as inflammatory processes. 

Cloudy Swelling or Albuminous Degeneration. 

In the course of many infectious diseases in which albu- 
minuria appears, — as in typhoid fever, variola, scarlatina, 
easles, pyemic and septicemic [bacteriemic] diseases, 
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cholera, pneumonia, etc., and in intoxications, especially 
in the early stages of phosphorus-poisoning and in poL- 
soning with mushrooms, as well as with carbonic oxid, 
ethereal oils, and sodic bicarbonate, — there is anatomically 
a cloudy swelling of the kidneys. It may be produced 
experimentally in one kidney by tying a renal vein of the 
other kidney, and this observation led Yirchow to regard 
cloudy swelling as the expression of "nutritive stimula- 
tion/' 

The macroscopic appearances are very characteristic. 
The organ is enlarged, soft, of doughy consistence ; on the 
cut surface the cortex is broadened, pale gray ink-yellow, 
and swollen, the medullary pyramids being darker in color. 
Often the kidney looks as if acted on by hot water, and a 
turbid juice may be scraped from the cut surface. 

Fresh frozen sections show that the changes are un- 
equally distributed ; not all the tubules in the labyrinth 
arc involved, but first and foremost the tubuli contort! of 
the second order, and less so the other convoluted tubules 
and Henle's loops. The affected parts are distinguished 
from the surrounding tissue by their opaque grayish ap- 
pearance. On isolation of such areas by teasing, the urin- 
iferous tubules are found enlarged, the lumen nearly or 
wholly occluded, the individual cells greatly swollen, their 
borders indistinct or lost, and the inner aspect occupied 
by vesiclc-like vacuoles. The cell contents are clouded, 
containing a mass of very tine, dust-like granules, so that 
the nucleus is not visible except when the section happens 
to jmss straight through it In the fresh preparation the 
single cells are easily teased apart. The cells are often 
lifted from the basement membrane, and may lie as flaky 
masses in the interior of the coils of the membrane. The 
cell outlines are irregular and indistinct. When acetic 
acid is added, the cloudiness at once disappears, the gran- 
ules are dissolved, and the nuclei become very plain. The 
granules being soluble in acetic acid, and also in potassie 
hydrate, are consequently albuminous precipitate. The 
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nature fff cloudy swelling therefore consists in an aceurnu- 
ktion of fine albuminous particles in the epithelial cells. 

In stained sections these characteristic appearances aiv 
not visible, because the albuminous granules become 
greatly swollen, in part wholly dissolved in the various 
solutions employed. Evidences of deep-seated disturb- 
ances are seen in a partial loss of staining affinity in the 
nuclei and in occasional disturbances in the continuity of 
the cellular lining, a " dissociation" of the epithelium of 
the urinary tubules, which leads to separation from the 
basement membrane and accumulation of cells in the 
lumen. In many places the lumens of the tubules are 
filled with a spongy structure of coagulated thready albu- 
minous masses. Very thin sections of tissue fised imme- 
diately after death show, when stained with Altmnnn's 
granula stain, that in cloudy swelling the normal cell 
granules are diminished and pushed into the inner parts 
of the cell body (Schilling), hence they are apparently not 
identical with albuminous granules. In well-fixed prepa- 
rations regenerative changes associated with mitotic figures 
may be seen in the epithelium of the urinary tubules. 

Fatty Degeneration. 

Fatty degeneration of the kidney very often begins in 
cloudy swelling, so that in places a partial cloudy swelling 
may be associated with fatty changes. Fatty changes also 
frequently follow inflammatory alterations, or inflammation 
and fatty degeneration exist side by side. Pure fatty de- 
generation is found oftenest as the result of certain intox- 
ications, especially those caused by phosphorus, arsenic, 
carbolic acid, and iodoform, as well as by poisonous fungi ; 
also in severe nutritive disturbances in consequence of 
pernicious anemia, and frequently in pregnancy. The kid- 
neys show striking and characteristic changes, such as 
enlargement, soft consistence, and light yellow color. The 
examination in water of sections made by freezing or by 
means of a double knife usually shows the change to be 
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quite uniform. The cortex is the part principally a fleeted ; 
the medullary substance is more rarely involve*!, and then 
in less degree. The convolute*! tubules of the second de- 
gree are the parts especially implicated, and immediately 
subcortical, triangular opaque ureas occur about the stellate 
veins (Ribbert). Dark opaque spots are seen also in the 
cortical pyramids, but the glomeruli appear as lighter 
spots. Under high powers the fat droplets are seen as 
larger and smaller refractive globules in the epithelial 
cells, which are more or less eularged. In less advanced 
instances the outer parts of the cells near the basement 
membrane are filled with droplets, while the inner zones 
are free from fat, but with indistinct borders, as if hi a 
condition of cloudy swelling (Plate 81), 

In the highest grades of fatty degeneration the cells of 
the uriuifcrous tubules are filled with heaps of droplets, 
and the single droplets may run together and form larger 
globules. 

The nuclei of the cells are usually covered over. The 
droplets do not disappear on adding acetic acid, and the 
nuclei become plainer only in the less affected parts. The 
lumen of the tubules often contain coagulated albuminous 
masses and cylinders of amalgamated, fatty epithelial cells. 
Such cylinders appear also in the urine under these cir- 
cumstances, and the fat in them is demonstrated well by 
means of sudan III (Rieder). Fat droplets are also found 
at times in the epithelium covering the capillary loops in 
the glomeruli, and in desquamated cells from Bowman's 
capsule. 

In advanced instances, as the result of absorption, fat 
also appears in the intcrtubular tissue about the vicinity 
of the vessels and in the perivascular spaces. 

The best general view of the distribution of the fat and 
of its relations to the epithelium is obtained from sections 
that have been treated with sudan III or with Flemming's 
solution. In hardened sections mounted in balsam the fat 
is extracted [except in tissue fixed in Flemmhu/s solution] ; 
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ha place of the droplets there are numerous vacuoles, so 
that the tissue has a sieve-like appearance. In many 
places the nuclei are absent or deformed by pressure of 
the fat and pressed against the cell wall, 

Secondarily fatty changes occur in many inflammations, 
in icterus, and in amyloid degeneration of the kidney. 

Glycogen Degeneration. 

In diabetes mellitus the epithelium of the tubules, par- 
ticularly in the loops, contains deposits of drop-like masses 
colored brown with iodin gum. The cells are enlarged 
and swollen, the nuclei distinct. In order to demonstrate 
the deposits it is necessary to fix the tissues in absolute 
alcohol immediately after death. 

Amyloid Degeneration. 

In the earliest stages of amyloidosis the degeneration 
often occurs in the kidney only, and there may be as yet 
no degeneration in other parts of the body. The process 
is recognizable macroscopic-ally in the earlier stages, and 
the appearances are easily understood from study of the 
minute changes. 

The whole organ is pale, dry, somewhat friable, and 
enlarged. As elsewhere in the body, amyloid changes in 
the kidney also begin in the vessels, and more particularly 
in the glomeruli, which show the earliest traces of the pro- 
cess. In an early stage frozen sections of fresh tissue show 
a few glistening, homogeneous masses in the capillary loops 
of the glomeruli. On addition of tincture of iodin, these 
masses assume a dark mahogany-brown color. Tin. 1 eon* 
voluted tubules may contain a few fat droplets and occa- 
sional cylinders. In more advanced stages the alterations 
of the glomeruli become quite plain to the naked eye ; 
larger than normal, they appear on the cut surface as 
peculiar, glistening, half translucent, prominent points. 
And in advanced coses the glomeruli appear as small 
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globular particles of translucent material deposited in the 
cortex. 

Microscopically there is found to be an increase in the 
hoinogeneous material at the same time as the cells and 
the nuclei are correspondingly diminished. Large parts 
of a glomerulus may be filled entirely with large, homo- 
geneous, glistening Hakes that occlude the capillaries and 
eventually obliterate the entire glomerulus (Plate 82). 
Only a few flattened nuclei may remain, At times one 
capillary loop may be occluded, while the neighboring 
ones are normal or but little changed (Plate 82, Fig. 2). 
( Yoss-soctions of the glomeruli al>o often show broad, 
homogeneous rings and loops the lumen of which is with- 
out epithelial lining. The degeneration also appears in 
other of the smaller arterial vessels as well as in the capil- 
laries of the cortex and the medulla. In the arteries the 
change always begins in the muscle-cells of the media. 
The sections may show homogeneous rings between the 
uriiiiferoiiri tubules that correspond to greatly thickened 
arteries and may cause pressure on the adjacent paren- 
chyma. In teased specimens it is occasionally possible to 
isolate amyloid glomeruli with homogeneously thickened 
and narrowed vasa affercntia as far as the corresponding 
arteriu interlobularis. In many cases all the cortical ves- 
sels above the arcus renal es are amyloid. 

In the most advanced cases the degeneration extends to 
the basement membrane of the uriniferous tubules and of 
the glomeruli, which become homogeneous and thickened, 
the tubular epithelium disappearing on account of com- 
pression. Amyloidosis never directly involves the epi- 
thelium, which becomes involved secondarily only. Thus, 
in addition to atrophy and attenuation of the epithelial 
cells, they often are the seat of a more or less extensive 
fatty degeneration. In certain instances it may seem as if 
amyloid degeneration of the kidney itself is secondary to 
chronic degenerative ami inflammatory conditions in the 
kidney. In most cases renal amyloidosis depends on 
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PLATE 89k 

Fig, 1.— Amyloid Degeneration of Kidney. Stained with 
iodin green. X 54- 1 T Glomeruli with amyloid capillary loops; 2, 
hyaline casta in urinary tubules* 

Fig* 2. — Amyloid Degeneration of a Renal Glomerulus. 

X 280. i t Wholly amyloid capillary loops with greatly thickened 
walla and occluded lumens ; 2, a capillary still permeable, the defen- 
eration beginning in its wall. 



the same factors as amyloidosis in general : namely, chronic 
pulmonary and intestinal tuberculosis, tuberculosis of 
bone with prolonged suppuration, eitneer cachexia, and 
other exhaustive diseases. 

The best pictures of the distribution of the process are 
obtained by staining frozen sections with the familiar aui- 
lin stains giving metachromatic effects (methyl violet, 
gentian violet, iodin green, etc.). But preparations so 
stained are not suited for the study of the finer structural 
relations, ibr which purpose hematoxylin and eosin, as well 
as vanGiesoifs stain, are preferable. 

Inflammations of the Kidney. 

In regard to no other organ is there such far-reaching 
divergence between the clinical and anatomic conception 
of inflammation as in the case of the kidney. In connec- 
tion with the description of degenerations of the kidney it 
was pointed out that the degenerations are often associated 
with inflammation. But clinicians frequently designate as 
nephritis pure renal degenerations when initiated by the 
symptoms of albuminuria. Albuminuria occurs, however, 
in cloudy swelling and in fatty degeneration without any 
admixture of inflammatory processes, and these conditioi 
are still frequently but erroneously designated anatomL 
ally as " parenchymatous nephritis." In all organs th 
interstitial tissue is predominantly involved in all inflam- 
matory processes, which are hardly conceivable without 
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some participation by the interstitial tissue, because it car- 
ries the vessels from which the phenomena of inflammation 
in the last instance largely take their departure. As the 
expression w parenchymatous inflammation," and particu- 
larly M parenchymatous nephritis," has obtained a secure 
foothold, it ought at least to be reserved for certain forms 
of changes in the kidney in which, in addition to inflam- 
matory changes, degenerative conditions also appear in the 
foreground. 

From the anatomic and histologic standpoint it must be 
insisted that the diagnosis " nephritis" is justifiable only 
when the elementary processes of inflammation, such as 
exudation, emigration, and increased eellulation, are pres- 
ent. The anatomic picture of nephritis may be compli- 
cated in various ways : 

1. The inflammation may run its course in the various 
structural divisions of the kidney, such us the uriniferous 
tubules, the glomeruli, and the interstitial tissue. 

2. The changes in one of the localities mentioned may 
predominate greatly over the others. 

3. The intensity and the extent of the inflammatory 
changes are subject to great variations. 

4. And especially because in nearly all cases the purely 
inflammatory changes are combined with degenerative 
changes ; and the latter may so predominate, either at cer- 
tain stages or throughout the entire course, that they con- 
ceal the inflammation. 

The degenerative conditions are later followed by the 
usual reparative and substitutive processes, and this ren- 
ders the exact demarcation of the inflammatory area still 
more difficult. 

From what has just been said in the foregoing it is quite 
clear that in the histologic description of inflammations of 
the kidney it is not possible to follow the usual, and clin- 
ically indispensable, division into " parenchymatous" and 
"interstitial" forms; but that, all forms must be consid- 
ered from the viewpoint of the doctrine of inflammation, 
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PLATE 83. 

Fig. 1.— Calcareous Infiltration of the Epithelium of the 
Urinary Tubules in Sublimate Poisoning. Stained with alkaline 
hematoxylin. X 320. The epithelium of the tubules nearly all ne- 
crotic, largely devoid of nuclei, and loosened from the basement mem- 
brane. In many cells are deep blue granules of lime salts. 

Fig. 2.— Acute (So-called Parenchymatous) Nephritis. 

X 100. 1, Urinary tubules with swollen, partly necrotic epithelium 
without nuclei ; 2, round-cell accumulations in the interstitial tissue ; 
glomeruli more cellular than normal. 



and as distinguishable the one from the other only by the 
predominance of this or that inflammatory phenomenon. 
In other words, there is no essential difference between the 
various forms of nephritis but those of degree and period 
of development. It will be found advantageous to sepa- 
rate the acute processes, and those that reach the height 
of anatomic evolution in a brief time, from others which 
develop more slowly. As the latter forms always lead to 
more or less extensive interstitial proliferation and simul- 
taneous destruction of renal parenchyma, they may be 
placed in a separate group as " productive interstitial neph- 
ritis." 

Acute nephritis may present itself in forms that are 
clearly capable of " restitutio ad integrum " ; but in other 
cases the lesions, without pause, lead to progressive destruc- 
tion of the organ, accompanied usually with new connec- 
tive-tissue formation. Since John Bright first correctly 
understood the nature of the latter disease of the kidney, 
it has generally been called Bright' s disease (Morbus 
Brightii), and various stages are distinguished, according 
to the development of the process. 

Considering first the forms of acute (so-called " paren- 
chymatous ") nephritis, which develop in consequence of 
numerous harmful influences of hematogenous origin, and 
especially in connection with the various infectious diseases 
of all kinds, it is found that the kidney appears larger 
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thun normal and softer, the lessoned consistency being espe- 
cial ly noticeable in the cortex. The cortex on the cat sur- 
face appears irregularly flecked, swollen, broadened, and 
traversed by homogeneous areas. Frozen sections of 
pieces subjected for a few moments to boiling water give 
a good picture of these initial changes : the uriniferous 
tubules appear more widely separated than usual > the inter- 
tubular vessels may not seem especially congested, but the 
interstitial tissue is swollen and edematous, the fine con- 
nective-tissue fibers and the walls of many vessels evi- 
dently thickened. At various points, but especially about 
small subcortical veins, there may be accumulations of 
round cells with small, deeply stained, round or lobulated 
nuclei — hence either lymphocytes or leukocytes. In these 
preparations the contents of the uriniferous tubules and 
of the glomerular capsules appear changed especially 
(Plate 84, Fig. 1). They may consist of coagulated fil- 
amentous or homogeneous albuminous masses, iu which 
fibrin may be demonstrated in the form of threads, which, 
stained blue by Weigert's method, run through the coagu- 
lated masses or are mixed with the contents of the capsular 
spaces. In places leukocytes with fragmented nuclei may 
be found in the interior of the uriniferous tubules. There 
are here undoubted inflammatory changes, such as exuda- 
tion and emigration of white blood cells. Finer sections 
subjected to nuclear and protoplasmic stains (Plate 84, 
Fig, 1) show changes in the epithelium of the tubules also. 
In the various parts of the labyrinths — tiibuli contort! and 
Henle's loops — the epithelium seems loosened from the 
basement membrane ; iu many places an actual desquama- 
tion has taken place, and single cells lie in heaps in the 
apparently widened lumen, or they have coalesced into 
denser masses in which single cells are no longer recog- 
nizable, the tubules being seemingly filled with giant cells. 
Uesijiuimated epithelial cells and leukocytes may occur 
side by side or they may be molded together into cylin- 
drical casts* Here and there are stretches of membrana 
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PLATE 84. 

Fig. 1.— Acute (Parenchymatous) Nephritis. X200. Tubules 
dilated, epithelium in many places loosened. Cell outlines indistinct. 
In some places the interstitial tissue and the lumens of the tubules con- 
tain heaps of leukocytes with deeply stained, fragmented nuclei. 

Fig. 2.— Subacute Nephritis. X 100. Tubules dilated, epithe- 
lium low, lumen containing coagulated albuminous masses. Inter- 
tubular tissue everywhere uniformly widened, containing numerous 
spindle-shaped and round nuclei. 



propria without all trace of cellular lining. In other 
cases, especially after some time, the epithelium in some 
portions of the tubules becomes low and short, while in 
other places the cells, though of normal length, and per- 
haps enlarged, have lost the cilia or striae upon the free 
ends, which project into the lumen in an irregular manner. 
From the epithelial desquamation this form has been called 
also desquamative or catarrhal nephritis. Isolated fresh 
cells from cases of this kind show cloudy swelling of the 
epithelium, often combined with a moderate fatty change. 
In well-stained and thin sections it is made out easily that 
it concerns not merely simple desquamation with secondary 
destruction, but real proliferative processes in the epithe- 
lium ; for mitotic figures are found often in the still ad- 
herent cells, and sometimes many figures are seen in a 
single cross-section of tubules. 

Edema of the interstitial tissue and exudation of an 
albuminous fluid into the urinary tubules, and especially 
into the capsules of the glomeruli, and emigration of 
white corpuscles into the intertubular tissue and through 
the glomerular loops into the urinary tubules, are, then, 
the characteristics of these forms of nephritis. 

The Malpighian bodies may remain quite intact, show- 
ing no changes except deposits of albuminous material, 
best demonstrated by the method of boiling. If the ac- 
cumulation of leukocytes in the tubules increases, then 
the glomerular capillaries naturally contain such cells in 
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greater uumber. In some cases, especially after certain 
infectious diseases, among which scarlet fever stands first, 
the glomeruli are the first and the most seriously involved 
in the acute renal inflammation. According to the inves- 
tigations of Ribbert, very many, if not all, forms of this 
nephritis are introduced hy glomerular alterations. These 
forms are referred to as '* glomerulonephritis/' which is 
characterized especially by the following changes : By 
boiling it is often possible to demonstrate in the capsular 
spaces large rpiantities of albumin, which may appear as 
rings surrounding tiie whole capillary tuft, which is 
crowded away from the capsule, or as half-moon-shaped 
masses extending to the vascular stem. In suitable sec- 
tions the extension of coagulated albumin may be follmved 
from Bowman's capsule into the beginning of the convo- 
luted tubules. Numerous admixtures may result, such as 
fibrin, which is rarely present ; more often, led blood cells ; 
and still ofteuer, white blood cells, bat especially desqua- 
mated epithelial cells from the lining of Bowman's cap- 
sule and from the epithelial covering of the capillary tuft. 
The glomerular capillaries are often filled with red cor- 
puscles and single capillary loops are rendered very prom- 
inent. Often the red coqiuseles are mixed with such an 
excessive number of leukocytes that single loops, and even 
entire glomeruli, appear plugged with densely massed 
leukocytes. Under these circumstances the glomerulus, 
even under low magnification, appears richer in nuclei 
than normal. At the same time the walls of the vessels 
may show a peculiar degeneration, become thickened and 
hmimiiviireiLs, and fhikes of material staining deeply with 
auilin dyes project into the lumens. This alteration is 
designated as hyaline degeneration of the capillary loops, 
which thereby are partly or completely obstructed ; this, 
in turn, favoring further stagnation of the contents ami 
the formation of thrombi. 

The epithelium covering the tufts, as well as that lining 
Bowman's capsules, gives the same evidences of prolifer- 
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ation as that of the urinary tubules. Epithelial cells are 
continuously exfoliated into the capsular space, where they 
may accumulate into concentrically lamellated masses that 
surround the glomerulus anil appear as rings or as half- 
moons, like the albuminous exudations referred to. In 
fine sections cells may be seen adherent at one end or by 
one surface to the glomerulus, while the rest projects into 
the capsular space. As in the uriniferous tubules, single 
mitotic figures are often found in the remaining epithelial 
cells. The basement membrane of Bowman's capsule not 
infrequently shows a thickening and a peculiar concentric 
fibrillation, which will be referred to again. 

In many cases of acute and subacute nephritis, especially 
after scarlatina, the glomerular changes, often referred to 
as u glomenilitis," associated with more fir less albuminous 
exudation into the urinary tubules, are the only anatomic 
alterations of a clinical nephritis with pronouueed symp- 
toms. 

[In infectious diseases, especially of children, there 
often occurs an acute interstitial nephritis, characterized 
more particularly by focal and more general infiltrations 
of plasma cells, lymphoid cells, polymorphonuclear and 
eosinophilous (Howard) leukocytes. Accumulations of a 
focal character are especially apt to occur at the boundary 
zone of the pyramids, in the subcapsular regions, and 
around glomeruli. Acute interstitial nephritis of this type 
has been studied thoroughly by Councilman (" Jour. Exp. 
Med./ 1 1 in, iW.-lrJll), whose observations are con- 
firmed by Howard (" Amor, Jour, Med. Sci,," 1901, CXXT, 
161-163).] 

Acute Hemorrliagic Nephritis. 

Hemorrhagic inflammations of the kidney, often com- 
bined with profound degenerative changes, are observed 
especially in various forms of hematogenous damage to the 
organ, as in septic aud pyemic [bacteriemic] processes, in 
ulcerous endocarditis, in puerperal sepsis, and in anthrax. 
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MacroscopiciOly the kidney is large, soft, and mottled 
with numerous dark ml points and stripes in the pale 
gray parenchyma, present also, at times, here ami there in 
the medullary substance as far as to the papilla\ The 
glomeruli are usually exceptionally prominent on the cut 
surface, ami often project as deep ml points and globules. 

The microscop also shows that the process does ni>t 
involve the whole parenchyma uniformly, but mostly in 
spots. The cortical and subcorneal vessels aiv greatly 
dilate*! and filled With red l>b khI corpuscles. Often there 
are lesions of the vascular lining, exfoliated epithelial cells 
lie among the red blood corpuscle*, and continuous epi- 
thelial lamella? may be separated. 

In the interstitial tissue there are often extensive accu- 
mulations of red corpuscles, intermixed with small groups 
of round cells, especially in the vicinity of the smaller 
veins. The hemorrhages are evidently the result of tears 
of t fie vessels in the stroma* As indicating the vascular 
changes may be taken the presence of red corpuscles 
between the separated layers of the walls of the vessels 
and in the lymphatic spaces of the adventilia. Deposits 
of fibrin are often present in the form of graceful net- 
works between the red corpuscles. The glomeruli show 
extreme congestion. The capsular spaces may not be vis- 
ible. Very often numerous blood corpuscles pass through 
the capillary loops mid aecunmlate in the capsular apace as 
large rings of blood at the same time as the epithelial cells 
undergo desquamation. Among the red corpuscles and 
epithelial cells may Ik 1 line threads of fibrin. Numerous 
capillary loops are* the seat of hyaline thrombosis with 
simultaneous loss of the vascular epithelium. 

In many plans die uriuilerous tubules appear filled 
with blood. Tn the convoluted portions the* rod blood 
corpuscle* are still fresh; further down in the straight 
tubules they are packed into denser heaps and cylinders, 
often stained diffusely with hemoglobin, in which it is 
difficult to rccngni/.e individual cells. Tin* blond easts 
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may be mixed with desquamated and in part necrotic epi- 
thelial cells. By the various accumulations the lumen of 
the uriniferous tubules in general is dilated, especially the 
convoluted divisions, which arc crowded with blood cells, 
and the epithelium is pressed together and appears flat 
and low- 
Frequently the epithelial lining of the uriniferous tubules 
is separated, often in continuous layers, and the cells are 
mixed with the blood. But even when present, it is not 
closely attached to the basement membrane, as red corpus* 
cles penetrate between the latter and the cellular lining. 
This may take place throughout the whole circumference 
of the tubule, so that cross-sections show upon the base- 
ment membrane a continuous layer of red corpuscles, cov- 
ered by the folded, compressed, and detached epithelial 
layer. Here and there red Mood corpuscles are seen within 
swollen epithelial cells. Regenerative processes are be- 
tokened under these circumstances also by the presence 
of mitotic figures. 

If the process is continued for a longer time, red cor- 
puscles in the tissue spaces may change into pigment 
masses, which aiv found rsprcially in the interstitial tissue 
and in the thickened perivascular sheaths. The blood 
corpuscles within the uriniferous tubules are eliminated as 
such or after they have been compressed into cylinders. 

The Subacute and Chronic Inflammations of the Kidney. 

Inflammatory processes in the kidney of longer stand- 
ing all lead to productive* changes in the interstitial tissue, 
but there are often important differences in the conditions 
of the uriniferous tubules and the glomeruli. If these 
are well preserved, while much connective tissue 1ms 
formed between them, so that the interstices are broad 
and the parenchymatous parts widely separated, then the 
macroscopic result of the change will be an enlargement 
of the organ. But if the uriniferous tubules, and also 
the glomeruli, have been destroyed to a considerable ex- 
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tent, and simply substituted by connective tissue, which 
naturally tends to cicatricial contraction, then the kidney 
will be ion nd small and hard. There are also differences 
that depend on the distribution of the process, whether 
uniform throughout all parts of tlie organ, or circum- 
scribed and focal, the contraction leading to depressions 
at the points of parenchymatous destruction, while the 
relatively intact parts form elevations. 

In considering the form of nephritis which develops 
after continued existence of the inflammatory conditions 
just outlined, it is worthy of note that the regenerative 
capacity of the epithelium is quite considerable, and that 
repeated shedding of the epithelial lining of the tubules 
may be followed by a new layer of cells. Hence the con- 
dition of the glomeruli is of much importance : when the 
exudation, cell proliferation, and disintegration of the ex- 
foliated epithelium reach such an extent that the papillary 
loops surfer damage and become occluded either by hyaline 
thrombosis or by compression of the exudate, then the 
uriniferous tubule emerging from the glomerulus is 
deprived of its function, it becomes atrophic from inac- 
tivity, and its cells break up into fatty detritus. But if 
the glomeruli are in good condition, then the water sepa- 
rated by them washes out the desquamated epithelial cells, 
tlie albuminous masses, and the casts in the uriniferous 
tubules, and the epithelium of the latter may regenerate. 
It is plain that extensive and severe early glomerular 
lesions lead to more rapid degenerative changes, followed 
by cicatricial contractions, if time is given; whereas if 
the glomeruli are but little affected or quite intact, even 
marked degenerative and exudative parenchymatous 
changes may be borne quite easily for a relatively long 
time. 

In tin* latter instances there is desquamation of the 
tubular epithelium, granular disintegration, cast formation, 
and exudation of albuminous masses into the lumens of 
the tubules. In the end the regenerated epithelium docs 
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PLATE 85. 

Fig. 1.— From a *• Large White Kidney," y 300, The epi- 
thelium of the uriruiry tubules every where sej>amted from the basement 
membrane ; the cells appear frothy, many liave lost their nuclei, and 
the tubular lumens contain shed cells an<l albuminous masses. 

Fig. 2. — Chronic (Parenchymatous) Nephritis* X 160. Tu- 
hules sai tie as in Fig. 1. In many there are homogeneous or hyaline 
casts; interstitial tissue broadened in places. 



not reach the height not the size of the original, bu 
remains flat and low, often almost like endothelium (Plate 
84, Fig, 2), and the lumen of the tubules appears wider 
than normal, although no real increase in the diameter of 
the tubules may have taken place. 

The interstitial tissue in such cases is usually considera- 
bly increased. In the place of the groups of round cells 
and of the swollen interstitial tissue are found larger young 
connective-tissue cells, — spindle-shaped fibroblasts, — inter- 
spersed with but few round-cell accumulations (Plate 84, 
Fig. 2). Naturally, this causes an increase in the size of 
the kidney. Ami in consequence of the continued fatty 
changes in the epithelium and the compression of the blood- 
vessels, the organ generally is pale in color — the i ' large 
white [or yellow] kidney," Scattered hemorrhages may 
give the external and tin 1 cut surface a mottled appearance 
— the " large mottled kidney." In these cases the surfa: 



PLATE 86. 

Flo. 1.— Acute Glomerulonephritis. X 320. 1, Desquamate! 
glomerulus epithelium, arranged in concentric layers, and almost 
filling capsular space; in the center is the diminished glomerulus; 
2, mitosis in epithelial cell. 

Fig. 2.— Chronic Glomerulonephritis. X 320. The capsule 
fibril Med, and thick (5) ; septa extend inward between the desqua- 
mated epithelial cells (':>) and leukocytes (11"; 2, innermost layer 
connective tissue surrounding the greatly diminished tuft (1), whi 
is covered with epithelial cells T the lumen containing leukocytes. 
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remains comparatively smooth as long as there is no loss 
of parenchyma from degeneration and obliteration of uri- 
nary tubules* 

At this stage, however (second stage of Bright's dis- 
ease), the degeneration of the epithelium often becomes 
irremediable, and thus leads rapidly to more extensive 
destructions. The flattened cells undergo fatty changes 
and present in stained preparations a spongy or frothy 
structure. In many places the nuclei disintegrate, usually 
after preliminary condensation and clumping of the chro- 
matin. Shed Hakes and coagulated albuminous masses fill 
the widened lumen, and in many parts sections of the 
tubules may show no cellular structures whatsoever. The 
basement membrane of the tubules also appears to undergo 
a process of resolution, and the thickened, fibrous intersti- 
tial tissue borders directly on the lumen. By condensation 
the albuminous masses form homogeneous hyaline cylinders, 
upon the surface of which may lie occasional epithelial 
cells (Plate 85, Figs. 1 and 2). 

Eventually the altered tubules collapse and are replaced 
by the surrounding connective tissue, which becomes less 
cellular, poorer in nuclei, but richer in fibers, and at times 
it assumes a hyaline appearance (secondarily contracted 
kidney). If the process is diffuse and uniform, the sur- 
face may remain comparatively smooth after contraction 
of the connective tissue replacing the losses in the paren- 
chyma ; but if the process is irregularly distributed, some 
parts of the parenchyma being spared, then the intact 
portions project from the surface as grannies, while the 
collapsed portions appear depressed (Plate 87, Fig, 1), 

All forms of chronic nephritis associated with extensive 
productive interstitial changes, whether primary or sec- 
ondary, are accompanied with characteristic glomerular 
ehangea. The capsule is thicker than normal, and in place 
of the homogeneous basement membrane appears a con- 
centrically fibrillated tissue, at first rather loose in texture, 
the cells being long, spindle-shaped, and the nuclei nar- 
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PLATE 87. 

Fig. 1.— Focal Interstitial Nephritis. X 70. 1, Persistent 
tubules ; 2, area of contraction with broadened, and in many places 
infiltrated, interstitial tissue ; 3, shrunken fibrous glomeruli. 

Fig. 2.— Secondary Contraction of So-called Chronic Paren- 
chymatous Nephritis. X 60. In the lower part the tubules have 
a very low epithelial lining and the lumens appear dilated. In the 
upper part the parenchyma is absent, the interstitial tissue cellular, 
the glomeruli replaced by fibrous globules, the vessels injected. 



row, rod-like, pointed at the ends (Plate 86, Fig. 2). The 
fibers are separated by small spaces, which it is plain are 
filled with fluid during life. Tangential sections through 
a capsule so changed give us the picture of a piece of 
loose, myxomatous tissue. The cells originate from the 
pericapsular tissue, which normally is very fine and sparse, 
and the basement membrane of the glomerular capsules un- 
dergoes resolution early in the process. Gradually this 
fibrous tissue becomes more dense and stiff, the cells change 
into short spindles, the nuclei stain deeply, the fibrillse 
elongate and come closely together. At this stage other- 
wise almost normal glomeruli are surrounded by thick 
capsules of connective tissue. The epithelium lining 
Bowman's capsule may persist, and it is placed directly 
upon the innermost layer of connective tissue. Usually 
there is desquamation of the capsular epithelium and of 
the epithelium covering the capillary loops ; the loose cells 
accumulate in the capsular space, and in fresh preparations 
fatty changes are demonstrable in the bodies of the cells, 
just as is the case in acute glomerulonephritis. The 
increased fibrous tissue in the capsules after a time sends 
radiating prolongations or septa into the interior of the 
Malpighian bodies. Between the desquamated cells pass 
fine connective-tissue sprouts, which at the peripheral 
parts and upon the inner surface of the capsule unite to 
form alveolar spaces, inclosing shed epithelial cells, and 
thus often appearing as if lined with epithelium. 
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The capsular space becomes subdivided into several 
distinct spaces with connective-tissue walls. The inner- 
most .space is occupied by the atrophic glomerulus, which 
remains connected with the capsule at one point corre- 
sponding to the exit and entrance of its vessels. This 
stem, in its turn, may become the starting-point of connec- 
tive-tissue proliferation, and it is often found surrounded 
with leukocytes and fibroblasts. The fibroblasts follow 
the stem into the capsular space, where they spread them- 
selves out upon the remaining vascular loops and join the 
newly formed bands, thus augmenting the new tissue in 
the glomerulus. When desquamation is absent, the new 
tissue from the stem may be the principal cause in the 
obliteration of the glomerulus, the penetration of the cap- 
sule by the surrounding tissue being of but little import. 
In suitable sections the vascular loops are found covered 
by a mantle of thick fibrous tissue, which seems to have 
folded itself over the capillaries. Thus the capsular space 
is reduced more and more, the capillaries are compressed 
and undergo atrophy, and sometimes a whole glomerulus 
contains but one remaining loop. But external compres- 
sion is not of necessity the only cause of atrophy of the 
glomerular capillaries; for there is seen occasionally a 
highly shrunken glomerulus, from which single loops pro- 
ject finger-like into tiie capsular space, which appears 
dilated, and generally contains fluid. Here the atrophy 
is caused from pressure by new tissue upon the vessels at 
the hilus of the glomerulus. Hyaline thrombosis and epi- 
thelial desquamation eventually close the remaining capil- 
lary loops, and the glomerulus is definitively obliterated 
(Plate 86, Fig. 2). The desquamated cells undergo fatty 
and other retrogressive changes, which transform it into a 
detritus which, with time, is wholly absorbed. The fibro- 
blasts secrete thicker and thicker fibers, which lie closely, 
and amalgamate into a hyaline material not unlike 
the groundwork of cartilage, and the glomerulus is changed 
finally into a poorly cellular, glistening globule of fibrous 
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PLATE 88. 

Fig. 1.— Genuine Contracted Kidney. X 65. 1 T Area with 
normal tubules, above and below which the parenchyma has dis- 
appeared almost wholly. The interstitial tissue infiltrated with eel Is. 
The glomeruli fibrous and shrunken, closely approximated. In lower 
left corner artery with thick walla. 

F\n. t>— Chronic Interstitial Nephritis with Cysts. X 75. 

1, Persistent tubules; 2, cystic tubales, the epithelium lost; 3, col- 
loid contents of cysts; 4, area of contraction with greatly compressed 
tubules. 



tissue. Hyaline change of the newly formed fibrous tis- 
sue seems to be quite constant, but, of course, it has noth- 
ing to do with the hyaline thrombosis of the capillaries. 
Later, calcification frequently occurs in the form of small 
sand-like grains, seen sometimes even with the naked eye 
upon the exterior and on the cut surface of greatly atrophied 
kidneys. 

Genuine Contracted Kidney* 

Genuine contracted kidney, or chronic interstitial nephri- 
tis, is a form of slow chronic renal inflammation which in 
its final result, and especially in its histologic aspects, 
does not necessarily differ materially from the secondarily 
contracted kidney in which the parenchyma has been 
destroyed thoroughly. But the development of this form 
is characterized from the beginning by marked production 
of new tissue between the tubules, and degenerative 
changes in the parenchyma are usually at no time very 
prominent In the early stages the kidney is not much 
diminished in size, but later the continuous substitution 
of parenchyma by contracting connective tissue leads to 
progressive diminution of the organ. The unequal distri- 
bution of the process leads to the formation of areas in 
which the changes are further advanced than elsewhere, so 
that the surface becomes granular ; the granulation being 
finer and more uniform, the more extensive and the farther 
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advanced the shrinking. In such cases the volume is 
greatly reduced, — sometimes it is only one-third that of 
the normal, — the consistence is increased, and the amount 
of blood is very small because of the simultaneous con- 
traction of the vessels; hence the kidney is pale. On the 
cut surface the shrinkage of the cortex is very striking ; 
sometimes it is reduced to a minimum, the medullary pyra- 
mids are shortened and blunted, the bases being brood, the 
pelvis is often somewhat dilated, and fatty tissue of the 
hi his and of the capsule is increased. 

Microscopically the enormous increase of connective 
tissue between the tubules dominates the picture. Con- 
nective tissue in all stages of development is present, from 
the cellular fibroblastic stage to the cicatricial and hyaline. 
In places arc found accumulations of round cells, especially 
in the neighborhood of the vessels (the stellate veins and 
arteriolar rectee). In advanced cases the ]mrenehyrna is 
greatly reduced ; the urinary tubules are surrounded and 
compressed by the concentric fibrous tissue ; the lumens 
narrow, often completely occluded ; and at the same time 
the epithelium is lower than normal. In places the paren- 
chyma is entirely absent, or one finds here and there in the 
spaces of the connective tissue still a few very narrow 
tubules or only a few loose epithelial cells. The perivas- 
cular tissue is also increased everywhere. All arteries 
show marked adventitial thickening, and the intima is 
often the seat of proliferation with narrowing of the lumen : 
i e. 7 typical endarteritis, without the necessary existence 
of arteriosclerosis elsewhere in the body. In the cortex 
there may be areas hi which the urinary tubules have dis- 
appeared wholly without leaving any tmee, but the rem- 
nants of the glomeruli in the atrophic districts always 
assume the form of fibrous or hyaline baits, which may 
lie very close together, so that a field normally containing 
but three or four glomeruli now may contain six to ten 
times as many remnants. This appearance is explainable 
by the substitution of the intervening labyrinths by con- 
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lining of the fibrous wall. The colloid masses, which very 
probably are formed by inspissation of the fluid, may show 
a concentric microscopic structure, or they are homogeneous 
flakes with the same tinctorial qualities as the colloid of 
thyroid gland, and, like this, they often show scalloped 
margins. 

Arteriosclerotic atrophy of the kidney shows no essen- 
tial difference from the genuine contracted kidney except 
the striking microscopic changes in the vessels, which 
may be followed into the smallest arteries (Vol. I, pp. 34- 
40) (Plate 89, Fig. 1). The so-called lead kidney of 
chronic lead-poisoning also appears microscopically as a 
chronic interstitial nephritis and advanced obliterating 
endarteritis. 

Hydronephrosis. 

Hydronephrosis also results in contracted kidney, but 
in this case the atrophy of renal parenchyma is caused by 
the pressure of the dilated pelvis. Both medulla and cor- 
tex are narrowed, the pressure and consequent atrophy 
first affecting the medullary pyramids, which in conse- 
quence become blunted and shortened. When prolonged, 
the pressure and the obstruction to straight tubules act on 
the cortex, causing contraction here also. 

The microscopic changes arc most pronounced in the 
medullary substance. Connective tissue, usually of hya- 
line appearance, has developed between the compressed 
collecting tubules, which themselves often show a peculiar 
glassy structure. 

Higher in the tubules in the cortex the compression 
leads to partial dilatations with cyst formation. As the 
albuminous fluid in the cysts becomes thickened, colloid 
masses result similar to those seen in the ordinary con- 
tracted kidney. In the form of renal atrophy now under 
consideration the glomeruli remaiu intact the longest. 
They are surrounded by dense, concentrically fibrillated 
capsules, and appear to be closer together than usual on 



104 



PATHOLOGIC HISTOLOGY. 



PLATE 90. 

Fig. 1.— Ascending:, Suppurative Pyelonephritis. X BO. 

1, Compressed collecting tubules; 2, greatly dilated collecting tubules 
filled with leukocytes and deeply stained bacterial masses. The 
epithelium is presented, but very low. 

Fig. 2.— Staphylococci in a Glomerulus in Pyemia. X 520. 
In the capillary loops of the glomerulus lie large heaps of staphy- 
lococci; scattered cocci in Bowman's capsule. 



account of the shrinking of the intervening tissue. [In 
advanced cases of hydronephrosis the kidney may be so 
flattened out and atrophied that it is difficult to recognize 
it upon the walls of the sac] 

Pyelonephritis. 

Inflammations of the kidney may be the result also of 
extension of inflammation in the pelvis or in the lower 
parts of the urinary tract. Such inflammation is usually 
purulent, and is caused, in the majority of cases, by Bac- 
terium coli commune. [For recent study of bacteriology 
of pyelitis and cystitis see Thos. R. Brown, " Johns Hop- 
kins Hospital Bulletin," 1901, xn, 4.] The pelvis of 
the kidney may be dilated, as in hydronephrosis, and the 
effects of pressure just outlined may be combined with 
acute inflammatory changes. The suppurative and ulcera- 
tive processes attack the surfaces of the papilla) and result 
in a greenish eschar of necrotic tissue, pus corpuscles, and 
fibrin — the so-called diphtheria [or necrosis] of the pap- 
illae, whence the suppuration extends to the tubules and 
goes upward. It often crosses the arcus renales as it 
ascends into the tubules of the medullary rays in the cor- 
tex — ascending pyelonephritis. Yellowish lines with hem- 
orrhagic zones may extend from the papillae of the medulla 
into the cortex, appearing even on the surface of the latter, 
and involving perhaps the capsule and the surrounding 
tissue (perinephritis). 
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In the earlier stages, before extensive purulent softening 
has taken place, the collecting tubules are in part densely 
filled with leukocytes with fragmented nuclei, and between 
the leukocytes are cloud-like masses and clumps of bac- 
teria, which often grow to form real tubular casts (Plate 
90, Fig. 1), But not all the tubules of the papillae are 
involved, for between those greatly dilated are found some 
not invaded, %vbieh appear very narrow and greatly com- 
pressed ; the intertubular tissue is usually edematous; 
later, it also is infiltrated with leukocytes. When the 
process has existed for some time, the epithelium of the 
dilated tubules is desquamated, leukocytes accumulate be- 
tween the epithelium and the basement membrane, which 
is destroyed, and the leukocytic infiltration and purulent 
softening of the surrounding tissue result. The necrosis 
produced by the bacteria and their products may lead to 
confluence of the linear foci into larger cylindrical ab- 
scesses. Whole papilla* inay be exfoliated In the cortex 
also the suppu ration extends from the medullary rays out 
upon the surrounding tissue ; the corresponding glomeruli 
may be filled with pus corpuscles. 

Tuberculosis of the Kidney. 

Renal tuberculosis may appear iu three forms: 

1. As hematogenous, embolic, or miliary tuberculosis. 

2. As elimination tuberculosis. 

3. As the result of extension of tuberculosis of the pel- 
vis and the calyces (phthisis renal i> tuberculosa). 

The first form is either part of a general miliary tubercu- 
losis or it results as a localized miliary or disseminated tuber- 
culosis of the kidney from the deposition in the em-Lex, 
especially the glomeruli, of tubercle bacilli in the blood* 
The process is analogous to embolic abscess formation and 
embolic suppurative nephritis. 

During the stage of nodule formation one may find, par- 
ticularly in fresh cases, a glomerulus or capillary vessel 
in which the bacilli were arrested, and from which their 
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similar in structure to the hematogenous. The tubular 
epithelium pirtakes in the formation of epithelioid cells. 
In this form extension takes place mostly in the direction 
of the long axis of the straight tubules, so that to the very 
apex of the papilhc may run Hues composed of confluent 
nodules or caseous masses. By the confluence of such 
stripes cutire papilla? may become involved in caseation 
(nephritis papillaris easeosa). 

The third form of renal tuberculosis results from the 
♦.'x tension of the disease from the ureter's or pelvis. The 
course istjuite similar to that of suppurative pyelonephritis, 
but complicated by the formation of specific tuberculous 
nodules. These nodules form first at the apex of the 
papilla? projecting into the caseous calyces. The bacilli 
penetrate between the canals, and also into the canals 
when occlusion removes the expelling force of the urinary 
streams, and they may extend into the cortex. Thus again 
originate radiate caseous stripes, as in tuberculosis from 
elimination, but in the opposite direction. Tuberculosis 
of the kidney secondary to pelvic tuberculosis is often 
complieated by the simultaneous entrance of pus microbes, 
in which case the histologic appearances are mostly tbOM 
of suppuration. 

Syphilis. 

Various forms of chronic and degenerative nephritis are 
regarded clinically as the consequence of general syphilitic 
infection, even though the anatomic characters are not 
specific. Contracted kidneys often show radiating scars, 
which, in conjunction with obliterating endarteritis, point 
in the direction of syphilitic genesis with considerable 
probability. Specific Luetic productions in the form of 
gummas are rare in the kid new In structure they corre- 
spond to gummas elsewhere ("Atlas of General Patho- 
logic Histology," u Syphilis '*). They are distinguished 
from conglomerate tubercles by the rnnrked fibrous cap- 
sule, which is nearly always constant, and by the obliter- 
ating endarteritis in the neighborhood. 
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PLATE 92. 

Fig. 1.— Tuberculosis of the Adrenal. X 65. 1, Normal 
adrenal tissue; 2, coalesced caseous centers; 3, margin of confluent 
tubercles with round cells. 

Fig. 2.— Diphtheroid Cystitis. X 92. l,Persistent epithelium; 
2, superficial muscle layer; 3, infiltrated submucosa; 4, prominent 
eschar of necrotic material, leukocytes, and fibrin. 



In congenital syphilis the kidneys often show specific 
changes in the form of infiltrations about the vessels of the 
cortex, as well as atrophic and degenerative processes in 
the tubular and glomerular epithelium (von Hecker), lead- 
ing not infrequently to shrinking of one or both kidneys. 
In such cases the vessels show advanced obi iterative 
changes. 

Leukemia. 

Leukemia appears in the kidney in the form of circum- 
scribed lymphomas or as diffuse leukemic infiltrations. In 
the beginning the vessels, by virtue of the increased num- 
ber of white cells, appear in the sections as especially rich 
in nuclei on account of the accumulation of numerous 
leukocytes and lymphocytes. Later the interstitial tissue 
is infiltrated with cells, and hence it is rich in nuclei and 
apparently wider than normal, the tubules and glomeruli 
being pressed apart (Plate 91, Fig. 1). Macroscopically 
the kidney in this stage is large, dry, and very pale. Still 
later the cells penetrate the basement membrane and infil- 
trate the tubules and the glomeruli. These structures may 
be compressed and reduced to complete atrophy. Thus 
arise focal leukemic infiltrations, within which only occa- 
sional remnants of renal tissue are encountered. 

Tumors of the Kidney. 

Among the typical tumors of the kidney fibromas are 
especially frequent, usually only as minute nodules in the 
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cortex as well as in the medulla* Occasionally they occur 
as multiple growths, in which case they are easily mistaken 
for granulomas on macroscopic examination. Very rarely 
large fibrous tumors have been observed in the kidney. 

Small lipomas are also comparatively frequent in the 
kidney. They are usually situated in the outer layers of 
the cortex, and consist of typical fat cells. The adjacent 
tubules appear pushed to the side somewhat. 

Sarcomas of the kidney are seen especially in children, 
occasionally as congenital growths. They were formerly 
often regarded as carcinomas. It mostly concerns sar- 
comas with small round cells, between which remnants of 
tubules may be observed. The tumors often reach the 
size of a man's hand and even more, and are soft, and cell- 
ular. They have been observed frequently to contain gly- 
cogen. Occasionally they are combinations of sareoma 
with myoma, with smooth as well as with striated muscle- 
fibers — Leiomyosarcoma and rhabdomyosarcoma. [Con- 
cerning- the embryonal adeimsareoma of the kidney, a 
tumor in which embryonal tubules are scattered through- 
out the purely sarcomatous or sarcomyomatous tissue, see 
"Progressive Medicine," 1900, March, where the litera- 
ture is cited.] 

The most common epithelial tumor of the kidney is 
derived from misplaced remnants of adrenal tissue, as first 
correctly recognized by Grawitz, having been regarded 
previously as lipoma or as carcinoma. On account ol 
their genesis these tumors ore often called hypernephromas 
(struma lipoma tod es renis aberrate). They vary in size 
from miuute nodules to large masses, and at times they 
give rise to multiple metastases in various parts of the 
body. The microscopic structure in general is of an ade- 
nomatous type, and is made of very large epithelial cells 
with pale vesicular nuclei. The cell bodies generally con- 
tain innumerable fat droplets, and seem to he greatly de- 
posed to fatty changes, hence the frequent confusion with 
lipomas. The stroma is very fine and provided with 
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delicate vessels in which tears often give rise to large 
hemorrhages. 

Adenoma and carcinoma also occur in the kidney as 
primary tumors. 

THE URINARY BLADDER, 

The most common lesion of the urinary bladder is in- 
flammatory changes produced by the entrance of microbes 
by way of the urethra. The mucous membrane is dif- 
fusely swollen, reddened in spots, especially in the vicinity 
of the trigonum. The urine in the bladder is generally 
turbid, particularly in the lower layers. 

Simple catarrhal cystitis is characterized microscopically 
by increased epithelial desquamation and by leukocytic 
infiltration of t he mucosa. Leukocytes are often found in 
large numbers on their way outward between t lie epithelial 
cells. The submueosa shows follicular masses of round 
culls, the vessels being greatly dilated and filled with red 
blood cells. 

Certain chemical agents, long-continued accumulation 
of urine in the bladder on account of obstruction to the 
outflow, as in stricture of the urethra, as well as the forma- 
tion of eonerements in the bladder, may give rise to necrot- 
izing inflammations of the vesical nmrosa, often designated 
as diphtheritic cystitis, or, preferably, diphtheroid cystitis. 
Larger or smaller eschars form in the mucosa as dark red, 
or later grayish-red, swollen areas, the surface of which is 
often sprinkled with sand-like concretions formed by 
precipitation of triple phosphates. Microscopic sections 
(Plate 92, Fig. 2) usually show a fairly sharp line of de- 
marcation between the more nearly normal mucous mem- 
brane and the necrotic areas* The necrosis involves the 
mucosa, generally also the muscularis mucosa* and parts of 
the submueosa ; the nuclei are no longer visible ; enormous 
accumulations of leukocytes form, traversed by rather 
thick networks of fibrin. The deeper layers of tlu j sub- 
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mucosa, and even tin muscularis, may be infiltrated with 
leukocytes. At times the eschar is deep red from the 
presence of blood due to erosion of the superficial vessels. 
Continued leukocytic infiltration about the margins of the 
eschar is eventually followed by exfoliation of the necrotic 
area and the formation of an ulcerating surface. 

The mucous membrane of the bladder not rarely is the 
seat of tuberculosis in general miliary tuberculosis, and 
also more frequently in localized tuberculosis of the urinary 
tract. In the first instance multiple minute nodules form 
in the subepithelial tissue. After some time the central 
caseation may extend to the surface, and, on breaking 
through, give rise to u lenticular " ulcers. In genera 
urogenital tuberculosis there are usually larger tuberculous 
ulcers with caseous floors, in which the continued develop- 
ment of nodules carries the process deeper and deeper. 
Even the muscularis of the vesical wall may be invaded 
by tubercles. 

In leukemia there arc also frequently typical alterations 
in the bladder, in the form of at times quite extensive in- 
filtrations in the mucous membrane, which in places may 
crowd out the epithelium completely. The stratum pro- 
pria in of the mucosa is densely infiltrated with leukocytes 
extending out aiming the epithelial cells, which are pushed 
apart so that lymphomatous masses project free upon the 
inner surface. 

The most, frequent tumor in the bladder is papillary 
fibroma, which originates in a proliferation of the fibrous 
tissue in the stratum proprium. The epithelium is lifted 
and the branching growth of the fibrous tissue becomes 
covered by glove-like inclosurcs of epithelial lining. In 
this manner the tumors acquire a complicated, delicately 
branching structure. The stroma carries numerous thin- 
walled vessels, which when torn may lead to extensive, 
even dangerous, hemorrhages. 

Pieces from the surface of these villous tumors of the 
bladder may appear in the urine, where their recognition 
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may establish the diagnosis. Fragments of this sort usu- 
ally are covered no longer with intact epithelium, as this 
is partially shed and incrusted with lime salts. Wherever 
intact, the epithelium shows many layers of cells, as in the 
normal vesical wall. 

Sometimes the papillary fibroma, originally a benign 
tumor, may develop into carcinoma by proliferation of its 
epithelium downward into the niuscularis. 

THE URETHRA. 

The male urethra is examined anatomically with relative 
infrcouency. One of the commonest changes in the male 
urethra is acute catarrhal inflammation, caused by the in- 
vasion of the mucosa by the specific agent of gonorrhea. 

Acute gonorrheal urethritis is characterized microscopic- 
ally by a severe mucopurulent inflammatory process. The 
apj>earances vary in degree in different parts of the ure- 
thra. While the anterior portion, the fossa navicular^, 
which is lined with stratified epithelium, offers considera- 
ble resistance to the invasion of gonococci, they more 
easily penetrate between the cylindrical cells of the poste- 
rior parts. In consequence, active desquamation of the 
cells takes place, which affects also the cells of the deeper 
layers. The cells appear separated from their connections, 
the uppermost are clouded, the nuclei in part often absent, 
and the protoplasm commonly contains heaps of typical 
gonococci in pairs. Gonococci are found throughout all 
parts of the mucosa, even in the stratum proprium, always 
surrounded by accumulations of leukocytes, which migrate 
in large numbers through the epithelial lining. Lit I re's 
glands are commonly the seat of the largest accumulations 
of organisms, because here they are not so easily washed 
away by the stream of urine. 

The lumen of the glands is often filled with desquamated 
epithelium and with leukocytes, both containing gonococci 
in large numbers. 
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Oftener still are found in cadavers the chronic inflam- 
matory processes that develop in the course of gonor- 
rheal urethritis. The urethral mucosa then appears 
thickened and hard in places ; underneath may he felt 
bodular masses, ami occasionally there are circular con- 
strictions of the lumen of the urethra, especially in the 
membranous part lu advanced cases the strictures may 
lead to almost complete closure of the urethra. Micro- 
seopieally such cases show pronounced alterations in the 
deeper layers of the mucosa in the form of cicatricial 
fibrous production often reaching into the corpus caverno- 
smn. In place of the loosely arranged fibrous tissue, rich 
in elastic elements, appear sharply circumscribed layers of 
densely fibri Hated tissue, poor in cells, the elastic fibers 
being almost all destroyed. In the vicinity of the scars 
arc still occasional heaps of round cells. But the epithelial 
covering usually also manifests changes. Over extensive 
scars it often appears flattened, smooth, atrophic, the cell 
layers being diminished, the single cells flattened. Occa- 
sionally there is found a peculiar metaplasia of the epithe- 
lium with partial ho rnifi cation. The fibrous and broad- 
ened stratum proprium is raised into papilla*, which lift 
the epithelium above the level of the adjacent mucosa. 
The superficial cylindrical epithelium of the pendulous 
part is replaced by large flat cells, similar to the cells of 
the rete Malpighii ; the upper layers contain fine deposits 
*>f granules and clumps of keratohyalin, and pass into 
thin horny plates, which cover the lining as a real stratum 
eorneum. This process is designated keratosis urethne, and 
is often sharply circumscribed. To the miked eye the areas 
appear as circumscribed white flecks, which at first sight 
may be mistaken for membranous deposits ; but, of course, 
they cannot be stripped from the underlying tissue. 

Among tumors of the male as well as the female ure- 
thra may be mentioned papillary fibromas, which occur in 
the vicinity of the external orifice in consequence of con- 
tinued irritation such as may be caused by gonorrheal 
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infection. They are usually called acuminate condylomas, 
and consist of branching papillae of vascular stroma, 
clothed on the surface with stratified epithelium, in which 
the prickle cells of the rete usually are well marked. 
Often leukocytes are seen between the epithelial cells. 



THE ADRENALS. 

Tbe adrenals consist of a fibrous capsule, which sends trabecule 
into the interior of the or^an, and of parenchyma. The parenchyma 
ia comported -of the yellowish cortical substance and of the darker 
colored medulla. The cortex consists of three zones : the external, of 
rounded cell masses — the so-called zona glomerulosa ; a broader mid- 
die zone, in which the cells are urmn^rri in Jong, parallel columns— 
the zona fascicularis ; and an inner narrower zone, in which the cells 
form smaller masses in an irregular fibrous network — the Sana reticu- 
laris. The cells themselves are large, rounded, and protoplasmic, the 
nuclei not very dense. 

The medulla is characterized by the presence of pigment. It is 
formed of finely granular, polygonal cells, which are assumed to 
belong to the sympathetic nervous system [by some]. The cells are 
arranp^ed in round or cylindrical, interlacing masses* The medulla 
contains a dense network of nerves derived from the celiac plexus. 

The most frequent lesion in the a J renal, found at post- 
mortems, is tuberculosis. It may be associated with the 
intense brown discoloration of the skin that forms part of 
the symptom -complex of Addison's disease. Tuberculo- 
sis occurs either in the form of small circumscribed n 
dules, as in general miliary tuberculosis, and even mo 
frequently in conglomerate masso wilh marked tendency 
to caseation (Plate 92, Fig. 1). The tubercles commonly 
start in the inner layers of the cortex, whence the process 
spreads into cortex and medulla. In the earlier stages 
the parenchymatous cells may be seen to take part in tbe 
formation of epithelioid cells. The conglomerate tubercu- 
lous masses do not present any changes of special histologic 
interest. 

Syphilis, especially the congenital form, may cause char- 
acteristic changes in the adrenal. Tn the luetic newborn 
the eortico-medullary junction may contain circumscribed 
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miliary nodules with caseous centers, and there may he 
newly formed fibrous tissue as well as small masses of epi- 
thelioid cells between the columns of the zona faseieularis 
(Oberndorfcr). 

[The adrenal may be the seat of extensive amyloid de- 
generation, which seems to first involve the cortex. In 
the medulla chronic interstitial changes may crowd out the 
parenchymatous elements, Addison's disease may be as- 
sociated with liotli these changes, when extensive.] 



THE MALE GENITALIA, 

The prostate consists of a fibrous stroma in which are 
smooth musele-fibers in considerable numbers; but under 
normal conditions the muscle-fibers run singly, and are 
not gathered into larger bundles. Scattered about are 
glands of branching, tubular structure, whose duets empty 
into the oolliculus seminalis. The gland cells are low 
cylindrical cells placed directly in a single layer on a base- 
ment membrane* The ducts are clothed with many-lay ered 
cylindrical epithelium, like the urethra. 

The testes are tubular glands inclosed by a very firm 
fibrous capsule, the tuuica albuginea. The inner layer of 
this tunic is rich in blood-vessels, and is therefore known 
as the tunica vasculosa. The capsule sends inward con- 
nective-tissue septa, which traverse the whole organ and 
unite into a dense mass of fibrous tissue, the so-called 
mediastinum testis [or corpus Highmori], The septa 
give origin to a fine reticular tissue which surrounds the 
seminiferous tubules. In addition to collagenous fibers 
and cells, the stroma contains large protoplasmic cells in 
varying numbers, the so-railed interstitial cells; in adults 
these cells frequently contain fat, pigment granules, and 
also crystalline bodies. The seminiferous tubules run be- 
tween the septa, beginning probably with blind ends and 
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PLATE 93, 

Fm. 1.— Hypertrophy of the Prostate. X 54, 1, Remains ol 

prostatic glands \ 2, proliferated, br<u*d muscle bundles. 

Fio. Tuberculosis of the Prostate, x ( > r > 1, Dilated 
glandular tubule ; 2, concentrically lanieUated prostatic ooncremente 
(so-called corjx>ra amyloidea) ; 3^ giant cells; 4, coniluent tubercle 
with radially arranged epithelioid cells. 



filling the interseptal spaces with their numerous coils, 
passing tit the apices of the spaces into the tubuli recti, 
which are collected into the rete testis Halleri, The tubuli 
conlorti consist of an external fibrous wall, a homogeneous 
basement membrane, and a stratified epithelial layer of 
complicated structure. Nearest the basement membrane 
lie the clear cells of Sertoli, next to which lie, in the active 
organ, the cells that produce spermatozoa, the spermatog- 
enic cells [spermatogonia] , which are large cubical ele- 
ments with frequent mitotic figures. They grow toward 
the lumen and form the spermatocytes ; the latter push 
their offspring, the spermatids, still nearer the lumen, and 
from these are derived the spermatozoa or spermatogonia* 

The tubuli recti have only a basement membrane and a 
Single layer of cubical epithelium. 

The epididymis is formed by the ductuli effercntes, the 
walls of which are formed by a layer of cubical and cylin- 
drical ciliated cells resting upon a layer of fibrous tissue 
and smooth muscle-fibers. The vas deferens of the epi- 
didymis also has ciliated cylindrical epithelium. 

THE PROSTATE. 

The dilated glandular tubules and, more frequently, the 
ducts of the prostate, especially in older persons, under 
normal conditions may contain concrements of varying 
size, from the microscopic to granules as large as millet- 
seed. These concrements show on the cut surface a plainly 
concentric, lamcllated structure. They are rounded, oval. 
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or shaped like whetstones, and give a reaction similar to 
that of amyloid material (Plate 93, Fig, 1). Sometimes 
they are present in very large numbers, filling the tubules 
and glands to distention. Large concrernents may occlude 
the ducts. 

Acute inflammations of the prostate frequently develop 
from gonorrheal urethral infection. The organ becomes 
larger and more succulent. Macroscopically there is a 
mucopurulent process of the gland tubules, which are tilled 
with desquamated epithelial cells and leukocytes. Leuko- 
cytes may accumulate in the stroma and in the muscular 
tissue, sometimes to such an extent as to form circum- 
scribed purulent foci. Prostatic abscesses may develop 
when the infection is very severe or when the glands are 
prevented from emptying their contents. 

Wit h advancing age the prostate often becomes enlarged, 
thus causing obstruction to the outflow of urine, especially 
when the so-called middle lobe is affected. The enlarge- 
ment or hypertrophy may depend upon increase in the 
glandular substance, the tubules increasing in length and 
becoming convoluted, or on increase of muscular tissue* 
The latter is the more frequent. In place of isolated 
muscle-fibers and bundles there are seen extensive layers 
of smooth muscle substance, and there may be enlarge- 
ment of the single muscle-fibers. This proliferation of 
muscle cells naturally leads to a relative or absolute dimi- 
nution of glandular substance, so that in many fields one 
sees only smooth musculature. By concentric arrange- 
ment of the muscle-fibers circumscribed myomas are 
formed, while the glandular elements become less and less 
marked, the tubules being narrow aud compressed (Plate 
93, Fig. 1). 

In tuberculosis of the gen i to-urinary organs infection of 
the prostate often occurs, the nodules frequently develop- 
ing in the interior of the prostatic glands after entrance of 
the bacilli by way of their ducts. Large caseous masses 
may form, involving even an entire lobe. 
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PLATE 94. 

Fia. 1.— Atrophy of Testicle and Proliferation of Interstitial 
Cells. X 80- 1, Islands of proliferated cella. Stroma brood ; tub- 
ules largely absent. 

Fro. 2,— Senile Atrophy of Epididymis. X BCk. Stroma in- 
creased ; seminal tubules diminished ; epithelial eel la filled with 
brownish pigment in the part nearest lumen. 



THE TESTICLES. 

Inflammations of the testicles occasionally develop in in- 
fectious diseases, especially in epidemic parotitis [mumps] t 
in which an acute metastatic orchitis may develop, begin- 
ning as a diffuse infiltration of the intertubular tissue and 
sometimes ending in purulent softening and abscess forma- 
tion* Leukocytes accumulate in the intertubular tissue, 
penetrate the basement membranes of the canals, and infil- 
trate the epithelial lining, the cells of which are desqua- 
mated. The lumen is filled with desquamated cells and 
leukocytes and the seminiferous tubules may be destroyed 
completely. The abscess may break through externally, 
and the two layers of the tunica vaginalis may form adhe- 
sions. Suppurative processes may spread from the tunica 
vaginalis to the testicles, as in peritonitis, with patent in- 
guinal canal, when purulent exudate may accumulate in the 
scrotum. The tunica albuginea becomes loosened in its 
structure, leukocytes crowd into it between the fibrillse, 
and extend into the septa, the stroma, and even the tubules. 

Cliiari has described a peculiar form of orchitis in vari- 
ola — orchitis variolosa — characterized by the formation of 
multiple foci of necrosis in the testes, easily seen macro- 
scopically as yellowish spots up to the size of a pea. 
Microscopically the centers of these areas contain tubules 
whose epithelium, having lost its nuclei, lies loose and in 
flakes in the lumen. Toward the periphery are accumula- 
tions of nuclear detritus and densely arranged leukocytes, 
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but there is no real purulent softening. The intertubular 
tissue is also necrotic and at the outskirts infiltrated with 
leukocytes. In rare instances the vessels contain heaps 
of cocci, 

In the epididymis inflammatory processes most com- 
monly develop from extension from urethra and prostate* 
Al presses may form, the contents of winch may become 
inspissated and give rise to dry, caseous masses, which are 
surrounded by fibril latcd tissue (" gonorrheal tubercle'*). 
At the same time the interstitial changes may cause com- 
pression of the tubules and lead to complete occlusion of 
the efferent ducts. Many a case of azoospermia owes its 
existence to chronic inflammation of this kind of the epi- 
didymis 

In old age there is often atrophy of the testes, charac- 
terized microscopically by increase of interstitial tissue and 
gradual atrophy of the seminal tubules. Where the basc- 
mi nt membrane of the tubules is broken up the connective 
tissue extends into the lumen, and soon causes the pre- 
viously atropine epithelium to disappear completely. 
Atrophic testes may contain a few tubules whose basement 
membrane is replaced by thick, concentrically fibrillated 
layers of connective tissue. The tissue becomes very firm 
and deeply pigmented, owing to the deposition of brownish 
pigment granules. The seminal tubules cannot be drawn 
out from the cut surface (Plate 94, Fig. 1), 

Similar atrophic changes occur in the epididymis in old 
age — increase of interstitial tissue, shrinking and flatten- 
ing of the epithelium, and deposition in the latter of 
brownish pigment (Plate 04, Fig. 2). 

A peculiar form of testicular atrophy results from pro- 
liferation of the interstitial cells normally present in the 
interstitial tissue as single cells or as small heaps of cells. 
At times these protoplasmic cells, with their clear nuclei, 
form larger accumulations ; they lose their rounded outline 
and assume polygonal forms OH account of mutual pres- 
sure, and the cell masses remind one of the structure of the 
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PLATE 95. 

Fig. 1.— Tuberculosis of the Testicle. X 65. 1, Normal tissue 
2, confluent tubercles w ith numerous giant cells and occasional rem 
nants of seminal tubules (3). 

Fig. 2 — Qummous Orchitis. X 25- 1, Compressed, occluded 
and atrophied tubules ; 2, fibrous wall of gummous nodule ; 3, arter 
with marked internal thickening. 



liver. They may constitute the larger part of the tissue, tin 
accumulations being mostly stellate in form, the prolong 
ations passing out into the surrounding stroma. In marke< 
instances the seminal tubules may be present only here aiu 
there, and yet there may be no appearances of atrophy 
about them. Occasionally these remarkable proliferation! 
are found even in young individuals. Their genesis anc 
significance are not understood. In pernicious anemia anc 
in general hemochromatosis the proliferated interstitia 
cells may be filled with pigment granules, as in certaii 
animals (Eber), so that the organ has a dark brownisl 
color. In hibernating animals Hansemann found tha 
the interstitial cells atrophy during hibernation and mul- 
tiply afterward. 

Testis and epididymis are often the seat of infectious 
granulomas. Tuberculosis is usually primary in the epi- 
didymis, involving the testis later by extension, while 
gumma more commonly is primary in the testis. 

Tuberculosis of testis appears in two forms, according 
to its point of origin. In general miliary tuberculosis 
miliary nodules spring up in the interstitial tissue ; they 
may involve the tubules by further growth. In the far more 
frequent form caused by extension of an existing genito- 
urinary tuberculosis the infection takes place by way of 
the efferent seminal ducts, and the primary seat of the 
nodules is in the wall of the tubules of the testicle. In 
the earlier stages the transformation of epithelial cells 
into tuberculous epithelioid cells may be studied very 
well (Gaule). The desquamated epithelial cells proliferate 
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and coalesce to form large giant cells in the lumens. Tlien 
the basement membrane is destroyed and the proliferation 
spreads into the surrounding tissue, but the form of the 
seminal tub ales may be retailed for a long time, even after 
caseation and confluence of adjacent nodules. The adja- 
cent parenchyma shows signs of compression (Plate 95, 

Syphilis of the testicle is observed frequently either in 
the form of diffuse connective-tissue proliferation, leading 
to atrophy and cirrhosis of the organ, or as circumscribed 
granulomas about which radiating scars are found. The 
center is usually uniformly caseous ; at times the general 
structural conditions are retained in an indistinct form in 
spite of the caseation. The necrotic foci become sur- 
rounded by a dense, fibrillated tissue infiltrated with round 
celK Giant cells are infrequent The adjacent paren- 
chyma is traversed by fibrous tissue and shows the changes 
of a high degree of atrophy. The vessels generally pre- 
sent much proliferation of the adventitia and the intima, 
often leading to complete closure of the lumen (Plate 95, 
Fig. 2). 



THE FEMALE SEXUAL ORGANS. 

The Ovary,— The ovary is covered by a layer of cylindrical epi- 
thelial [mesothelinl] cells, the germinal epithelium, which lit derived 
from the peritoneum. The germinal epithelium is situated upon a 
dense fibrous layer — the tunica alhuginea. The external intrte of the 
ovary, the cortex nr iwrenchynnitous zone, contain the follicles, of 
which the re are three types in the sexually mature woman : namely, 
(1) the primordial or primitive follicle ; fa) the young follicles ; (3) 
the ripe, fully developed follicle ready to burst. 

The primordial follicle consiata of a single layer of low epithelial 
cells directly surrounding the egg-cell. Occasional follicles contain 
two e^g-cells. 

By far the greater number of primordial follicles perish by atresia: 
i, <\. the egg-cells disintegrate, and later the surrounding epithelium, 
connective tissue filling the resulting defect 

In Rowing follicles the originally single layer of follicular epithe- 
lium becomes many-lay ered, and the inner layers produce by liuuefac- 
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tkm the liquor foHicull The connective tissue around the follicle 
becomes differentiated into a special envelope — the theca foUiooli The 
liquor follicnli increases in quantity and the follicle enlarges ; the egg- 
cell is embedded in a bean of large follicular cells, the discos or cumu- 
lus proligerus or oophorus, which contains a zona fieltucida, formed 
by follicular epithelium, and separated from the egg-cell by a narrow 
slit— the perivitelline space* The contents of the ovum show distinct 
yolk granules (deutoplastie granules) and a nucleus or germinal vesi- 
cle which contains an ameboid germinal spot or nucleolus. The ex- 
ternal rupture of the follicle follows through increasing rise in the 
intrafollicular pressure and fatty degeneration of the follicular epithe- 
lium* The inner layers of the theca folliculi produce, by enlargement 
of their cells, the so-called lutein cells. In addition, the ovary con- 
sists of a fibrous stroma, which is more cellular and provided with 
shorter fibers in the cortex than the medullary substance ; in the latter 
lie also a few smooth muscle-fibers from the liganientum latum. 

After rupture the follicle is filled with blood, and forms now the 
so-called corpus luteum. The blood is grail ually atwortod and changed 
into pigment, and the lutein cells from the inner layers of the theca 
folliculi, and possibly also from the follicular epithelium, proliferate 
in the interior of the resulting cavity* In the course of pregnancy 
the corpus luteum becomes very large (corpus luteum verum), but if 
the extruded egg perishes unfec undated, then the corpus luteum be- 
comes much smaller (corpus luteum spurium) and disappears gradu- 
ally. The pigment fades away and the lutein cells undergo hyaline 
degeneration. Homogeneous, glistening bands pervadeil by connective 
tissue with few fillers remain — the so-called corpus albicans or corpus 
fibrosum ( Plate 98, Fig. 3). In old age the organ becomes exhausted 
from atresia and rupture of the follicles. The stroma acquires grad- 
ually a cicatricial character, and the ovary eventually presents a dry 
fibrous mass with irregular depressions of the surface. 

The Tubes. — The" tubes consist of a peritoneal covering, two mus- 
cular layers, — an external longitudinal and an internal circular, — and 
a mucous membrane. The mucous membrane consists of high, cili- 
ated, cylindrical epithelium, and » stratum pmpriuin nf round and 
spindle-shaped fibrous tissue elements. Toward the abdominal end 
the mucous membrane is raised up into numerous folds, which also 
form the fimbria 1 . 

Between the layers of the broad ligament at its external parts lies 
the parovarium or epoophoron, a rudimentary organ, which consists 
of strings of dense cylindrical cell masses, with a line lumen in the 
axis, and externally surrounded w ith muscular libers and connective 
tissue. 

The Uterus.— The uterus is covered by a peritoneal layer of 
fibrous tissue clothed with flat epithelium (mesothelium). The 
uterine tissue proper consists of smooth muscle- fibers which cross each 
other in all directions, running parallel to the surface only at the 
periphery, Tn the vicinity of the bl<M« I- vessels are accumulations of 
connective tissue. In the cervix uteri the connective tissue mixed 
with elastic fibers predominates at all times of life. In older women, 



THE FEMALE SEXUAL ORGANS. 



123 



after the climacterium, the uterine wall itself consists largely of 
fibrous tissue. There is no submut^osa either in the u terns or tubes. 
The mucosa consists of a soft, cellular, lympliadenoid stratum pro- 
priurn and an epithelial lining. The epithelial lining of the corpus 
consists of a single layer of rather short cylindrical cells, situated 
upon a liasal membrane, the nuclei txicurring near the l>ase of the 
cells*. During the child -bearing period the epithelial cells carry cilia, 
the motion of which tfl toward the vagina. 

From the surface of the mucous membrann simple tubular glands 
(so-called utricular glands) extend into the stratum proprium. In 
old »gc these glands become short. In the cervix the glands are not 
simple tubular, but compound, and even acinous. The sarface epi- 
thelium contains goblet cells. 

During menstruation there is a marked congestion of the mucosa, 
with the formation of snlicpitlieliid hemorrhages, which break through 
e epithelium. Normally there is no desquamation of epithelium. 
At the beginning of pregnancy the cells of the stroma of the ran- 
y*i I'm in (be decidual cells. The protoplasm increases and the nuclei 
multiply. Decidual cells are formed in the connective tissue of the 
wall and in the vicinity of the vessels. The part of the wall of the 
uterus where, the ovmn is attached Incomes the df vidua serotina, and 
the proliferating part of the uterine mucosa which covers the ovum is 
the decidua rellexa. 

The Vagina.— The vagina consist* of an external fibrous wall, 
containing elastic elements, a smooth muscular layer with longitudi- 
nal evtrrual and circular internal librrs, jin«! a mucous membrane. 
The hitler consists of many layers of flat epithelium and a tunica pro* 
pria, which forms papilla?. Normally the vagina is without glands. 

The hymen consists of a double layer of flat epithelium disposed 
u l h -Li a stratum proprium with particularly tall papilhe. 



THE OVARY, 

In acute infectious diseases simple degenerative condi- 
tions occur in the ovary, which are designated as paren- 
chymatous oophoritis, in the same manner as analogous 
degenerations in the kidney are called parenchymatous 
nephritis. The cells of the follicles are enlarged and 
clouded, due to the deposition in them of albuminous aud 
fatty granules j the liquor folliculi also may become tur- 
hid. Eventually the follicular evils and the ovum disin- 
ferrate into u molecular mass, and the follicle passes away. 
The contents become absorbed and fibrous tissue grows 
inward from the theca folliculi. 



124 



PATHOLOGIC HISTOLOGY 



Interstitial Oophoritis. 

Chronic inflammations of tin 1 ovary occur especially in 
consequence of chronic gonorrheal infection of the tubes ; 
furthermore in chlorosis, circulatory disturbances caused 
by heart disea.se, tumors of the pelvic organs, menstrual 
disturbances, as well as from incomplete involution of the 
genital organs after child-birth. With the microscope 
there is found a high degree of condensation of the albu- 
ginea and an increased number of spindle-shaped cells in 
the stroma. The organ may become smaller on account 
of cicatricial contraction. The vessels usually are thicker 
than normal arid there are often hyaline changes in the 
iutima. The contraction may lead to a general sclerosis 
of the ovary, and, owing to the destruction of the follicles, 
it falls into a state of premature senility. When intact 
follicles remain, the condensation and sclerosis of the nlbu- 
ginea may prevent their rupture, the liquor follieuli in- 
creases, and there results cystic degeneration of the ovary. 
The excessive growth of single follicles under such condi- 
tions may give rise to large unilocular cysts. 

An acute infectious oophoritis may be caused by various 
bacteria, such as staphylococci, streptococci (especially in 
the puerpcrium), gonocneci, more rarely pneumococci, colon 
bacilli, typhoid bacilli, as well as a number of anaerobic 
organisms The bacteria enter mostly by way of the 
lymphatics, and cause, in the first place, a purulo-fibrinous 
perioophoritis. Destruction of the germinal epithelium 
allows the bacteria to traverse the tunica albuginea, and 
on reaching the stroma abscesses are Ibrmed occupying 
smaller or larger portions of the organ (suppurative oopho- 
ritis). Follicles filled with pus corpuscles are found in 
such cases. Pyogenic microbes, especially gonooooci, may 
be deposited in the corpora lutca, whence abscesses may 
originate (corpus luteum abscess). 

Tuberculosis of the ovary is found in general miliary 
tuberculosis and in localized genital tuberculosis* The 
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nodules are scattered about in the medullary substance as 
well as in the cortex. The germinal epithelium corre- 
sponding to the location of tubercles occasionally prolifer- 
ates and sends solid buds or irregular tubular masses into 
the BtfOt&a below. Epithelioid and giant cells may be 
scattered about in the ovarian tissue in addition to being 
present in circumscribed nodules. The follicles in the 
vicinity of tubercles are destroyed, and the epithelium is 
loosened and disintegrates. Confluence of smaller nodules 
may give rise to large caseous areas. 

The ovary is a frequent seat, of cystic tumors, the struc- 
ture of which, as well as the structure of carcinoma, sar- 
coma, dermoids, and teratoma, is discussed in the volume 
on " General Pathologic Histology." 

THE TUBES, 

Hemorrhages into the mucosa and other layers of the 
tubal wall may result from venous obstruction, especially 
in consequence of torsions of the tubes. In sections there 
are found larger and smaller extravasations, also numerous 
leukocytes loaded with blood pigment ; and in older hem- 
orrhages the connective- tissue cells and muscle-cells of the 
tubal wall may be crowded with changed blood corpuscles 
and granular pigment. At times hyaline degenerations of 
the tubal wall may induce circumscribed necroses in the 
tube. 

Catarrhal inflammations of the oviduct lead to a marked 
infiltration of the mucous membrane with leukocytes and 
to a marked dilatation of the vessels. The epithelium 
shows an increased number of goblet cells with mucoid 
met&morpbosifil of the protoplasm, partial desquamation, 
swelling, and fatty changes of single cells. Hemorrhages 
may OOCIft in the deeper layers ; the stratum proprium is 
edematous, ita spaces widened, and the folds of the mucous 
membrane swollen. In long-continued catarrhal processes 
the folds grow thieker and thieker, and come in contact 
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PLATE 96, 

Fig, 1.— Erosion of the Anterior Lfp of Os Uteri in a Child. 

X 37. 1, Cylindrical epithelium of wrvix ; 2, extension of cyliu- 
drical epithelium an lip of os uteri ; 3, glandular depression on exter 
nal surface of os uteri ; 4, transition into Hat epithelium (5), 

Fig. 2.— Remains of Decidua in Uterus. ss. l, Muse 
ture of uterus ; 2, vascular spaces ; 3, decidual cells. 



with one another. After desquamation or atrophy of th 
epithelium adhesions of the folds may take place, which 
may lead to stenosis, and even to complete occlusion of th 
tubal orifice. In the depths of the adherent walls may 
be formed recesses ami spaces, clothed with epithelium, in 
which accumulations of secretion may produce small ejrajg 
(Martin's salpingitis pseudofollicularis). The closure of 
the uterine end may lead to circumscribed hypertrophies 
of the tubal musculature, appearing as myomatous nodules, 
which are found by microscopic sections to consist of mus- 
cular tissue, the center usually containing spaces clothed 
with epithelium (Chiari's salpingitis isthmica nodosa). 

The entrance of pus microbes, especially streptococci aud 
gonococci, causes purulent inflammations of the oviducts. 
The submucosa and the epithelium are then densely infil- 
trated with pus corpuscles. Extensive epithelial desqua- 
mat ion takes place and the shed masses are mixed with pus 
in the lumen, which often becomes greatly dilated. The 
spaces between the folds arc h'lled with pus cells. Even 
the muscular coat may be infiltrated with pus, mural ab- 
scesses may result (mesosalpingitis purulenta), and suppu- 
ration may extend to the serosa and the pelvic connective 
tissue. 

When the abdominal end of the tube is closed in chronic 
tubal inflammations, the accumulations of fluid in the lumen 
give rise to sausage-shaped and retort-like enlargements 
of the tube (hydrosalpinx, sactosalpinx serosa). There is 
usually marked atrophy of the mucous membrane, aud 
flatte ning, and even complete disappearance, of the epithe- 
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h'um. When a closed tube is filled with pus, the condition 
is called pyosalpinx or sactosalpinx purulenta. The mu- 
cosa ifl destroyed to a large extent ; the lymph spaces of 
the wall are widened and filled with pus microbes. 

Tuberculous salpingitis may be primary or secondary, 
due to extension from the uterus. Tuberculous endosal- 
pin^itis is characterized microscopically by the presence of 
typical tubercles in the mucosa, at first usually in the tips 
of the folds. At first the surface epithelium is retained. 
The subjacent nodules in the stratum proprium are formed 
by epithelioid and giant cells and are surrounded by dense 
accumulations of round cells (Plate 98, Fig. 1). The 
epithelium is gradually destroyed. Occasionally it seems 
as if the epithelium took part in formiug giant cells* The 
nodules enlarge and break through into the lumen, coalesc- 
ing with one another ; the abdominal end being closed, the 
tube soon becomes filled with caseous masses. Often there 
is an early extension of the process to the museularis and 
the serosa, and eruption of multiple nodules on the serous 
surface. 

The primary tubal tumors are polypoid papillomas of 
the mucosa, carcinoma, sarcoma, and myoma. 

THE UTERUS, 

The most frequent lesions in the uterus are inflamma- 
tory changes in the mucous membrane or endometrium. 
Endometritis may appear in very different forms, anatomic- 
ally as well as clinically. It is found most frequently in 
chronic irritations of all kinds in the pelvic organs, and 
also in many constitutional deviations. The simplest 
forma find their expression in hyperplasias and hypertro- 
phy of the mucosa. In the first case there is a new for- 
nuil ton of glands in the mucous membrane : the surface 
epithelium sends new tubules down wan! or existing glands 
divide dichotomoitsly or send out branches. This is shnwn 
microscopically by a closer approximation of the various 
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PLATE 07. 

Fig. 1.— Endometritis Glandularis Cystica of Cervix Uteri. 

/ 30. 1. Musculature ; 2. cystic dilatations of cervical glands filled 
with mucus. 

Fio. 2.— Endometritis Glandularis Chronica. X 40. Uterine 
gland* greatly proliferated. lengthened, and convoluted. 



glands to one another. It is usually assumed that in the 
normal organ the distance between the uterine glands Ls 
wjual, on an avenige, to four or five times the transverse 
diameter of the glands, but in jhis condition the glandular 
tubules apjx-ar side by side and the stroma is apparently 
greatly diminished. Often the proliferation affects only 
the deeper jwirts of the glands, the ends of which appear 
forked (endometritis hyperplastica glandularis). The hy- 
pertrophic glandular form of endometritis, on the other 
liand, shows itself in an increased growth in length and 
thickness of the preexisting glands. The tubules appear 
elongated, the lumen dilated, and the epithelial walls en- 
larged. At the same time there is an increased produc- 
tion of mucus from the transformation of epithelial cells 
into goblet (Mills, and the surface epithelium is richly 
infiltrated with round cells. Little by little the interstitial 
tissue; becomes traversed by glands throughout its entire 
thickness, the lower ends of the tubules resting upon the 
muscular layer (Plate 97, Fig. 2). On account of the 
greater resistance offered to the growth by the muscle, the 
glandular tubules become convoluted, and even twisted 
like a corkscrew. Because the epithelial proliferation 
continues after the downgrowth meets with obstruction, 
invaginations occur, so that in cross-sections there may be 
two and even three concentric epithelial rings, one within 
the other. Obstruction to the outflow of the increased se- 
scretion leads to cystic dilatations and ampullae in some 
of the tubules, which then are filled with mucus. The re- 
sistance of the muscular coat is not absolute, even in non- 
malignant proliferations, and occasionally the elongated 
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and tortuous tubules extend into the inner muscular layer; 
but such appearances alone do not warrant the conclusion 
Hint the proecss is malignant. The appearances of invagi- 
nation in such intramuseuhir ghinduhir proliferations espe- 
cially are of practical value in the differential diagnosis of 
glandular hypertrophic endometritis aud the early stages 
of carcinoma of the endometrium. 

In contrast to (lie glandular fort ti, interstitial endometri- 
tis is characterized by an increase of the cellular elements 
of the stroma. The distances between the tubules appear 
increased, and often the microscopic field shows but few 
glands. The process needs not be uniform in all parts of 
the stratum proprium ; it is usually more pronounced in 
the deeper layers, so that the lower terminations of the 
glands appear further separated than the superficial por- 
tions, and thus the glands undergo displacement and acquire 
on oblique course, Iu the beginning there are circum- 
scribed or diffuse infiltrations of small mononuclear lym- 
phocytes* The fixed cells also multiply; they are greatly 
swollen, and the cell bodies may be ten times as large as 
the normal stromal spindle cells, the fibers appear short 
and sparse, and the resulting epithelioid cells recall very 
distinctly the formation of the normal decidua. The 
density and the regularity of the decidual cells prevent 
mistakes. In the later stages there occurs a shrinking iu 
the interstitial tissue, due to cicatricial contraction of the 
newly formed cells. Numerous closely approximated con- 
nective-tissue fibers are produced, the protoplasm of the 
stromal cells is reduced to small spindle-shaped forma- 
tions, and the libers may coalesce throughout large areas 
into a sclerotic, almost non- nucleated tissue. This results 
in a firm attachment of the mucosa to the muscular layer, 
and the glands appear shortened, atrophic, and often 
obliquely placed. The constriction of single gland tubules 
by new tissue may cause the accumulation of secretion 
and cystic dilatations with flattening of the epithelium. 

In acute interstitial endometritis there occurs at times 
J i — % 
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in the spaces of the stroma a more pronounced accumula- 
tion of albuminous fluid, which may be mixed with red 
blood cells. The menstrual congestion of the mucosa now 
usually leads to the separation of continuous shreds of the 
cellular mucous membrane, and sometimes to the expulsion 
of the mucous membrane in toto (membranous dysmenor- 
rhea). If the mucous membrane shows the decidua-like 
proliferation of the cells of the stroma, it is spoken of as 
a menstrual decidua. 

In chronic interstitial endometritis there may be circum- 
scribed proliferations of the interstitial tissue and a jutting 
forward of the mucous membrane in the form of polypoid 
masses. As these masses often contain displaced and cystic 
tubules, larger cystic polypi may arise in which may be 
extensive cavities. 

Tuberculosis of the endometrium is rather rare, occur- 
ring either primarily or secondarily, especially as the result 
of extension from the peritoneum. In the corpus uteri 
two forms may be distinguished : (1) Miliary nodules scat- 
tered about in the mucosa, and (2) a diffuse caseous form 
(endometritis caseosa) ; to which may be added still a 
third form in the cervix uteri, namely, the papillomatous 
(E. Fninkel). 

In the last form the proliferating stratum proprium forms 
numerous long finger-like processes, covered with epithelial 
cells, and at the base of which the nodules are found. In 
the first form of miliary tuberculosis of the mucous mem- 
brane the tubercles are distributed in the mucosa, whose 
surface epithelium usually is normal. The tubercles are 
formed from epithelioid and giant cells derived from the 
fixed connective-tissue cells of the stroma, and there is 
usually a well-marked reticulum. At times the uterine 
glands, especially the deeper portions, are involved in the 
formation of the nodules, and in this case giant cells are 
formed by the glandular epithelium. As the tubercle 
grows, it reaches the surface and elevates the epithelium, 
the caseous center ruptures, and there results a small ulcer 
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with undermined margins. The confluence of numerous 
granulomas may give rise to larger ulcerations with case- 
ous floors. It is exceedingly rare to find an eruption of 
nodules and caseation in the ribromuscular wall of the 
uterus. 

One of the most common changes in the cervical canal 
is catarrhal inflammation. It is characterized by the pro- 
duction of large masses of mucoid and mucopurulent secre- 
tion. Microscopic sections consequently show a marked 
dilatation of all the glands, often associated with increase 
in the number and size of the glandular elements (Plate 
Ul , Fig. 1). All the cervical glands are changed into 
large spaces with numerous recesses ; in many, closure of 
the mouth has led to cystic dilatations and ampulla?. The 
sections show numerous apparently closed cavities, which 
correspond to the transversely or obliquely cut branches 
of the glands. These often reach into the fibromuseular 
layer. Nearly all such spaces appear tilled with a homo- 
geneous mucoid material that stains blue with hematoxylin 
and is formed from the retained secretion. The epithe- 
lium is greatly flattened, in some places- absent ; desqua- 
mated cells may be present in the lumen, and goblet cells 
may be recognizable in the lining. The stratum proprium 
generally appears reduced to very narrow strips and islands, 
greatly infiltrated with round cells, and wholly absent 
between the dilated glands* In the acute, purulent forms 
of cervical catarrh of recent gonorrheal infection, the inter- 
stitial tissue is broad, infiltrated with pus corpuscles, 
which also appear in the glandular spaces, mixed with 
mucus. 

Especially in women that have borne children, the vag- 
inal portion of the cervix often presents sharply circum- 
scribed, bluish-red spots, which bleed very readily. These 
are called erosions. Microscopic examination, however, 
shows that it docs not concern loss of substance in the epi- 
thelium, which is present everywhere, but that in the place 
of the normal flat epithelium are variously sized islands of 
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cylindrical cells. Erosion of the port in eerviealis is con- 
seipiently a replacement of the flat epithelium with cylin- 
drical epithelium of the same character as that of the 
cervical mucous membrane ( Plate 9t>, Fig. 1). Often tins 
change is observed in newly born girls under circumstances 
that exclude the presence of any special disease and indi- 
cate that it is a developmental anomaly. The cylindrical 
epithelium, in place of reaching, as usual, only to the mar- 
gins of the lips of the cervix, passes beyond this limit and 
creeps np on the vaginal aspect, where it forms broaching 
recesses of the type of the cervical glands. The transition 
between cylindrical epithelium and flat epithelium is quite 
sharp ; the cylindrical cells stop at a certain point, being 
continued onlv as the basal laver of the rate Malpighii 
(Plate 96, Fig. 1). 

In the adult three forms of erosion arc recognized, ac- 
cording to the condition of the epithelium. Between these 
forms arc, of course, numerous transitions : 

3L The simple erosion, in which the cylindrical epithe- 
lium covers the stratum proprium in a single smooth lover, 
the epithelial cells presenting the same relations as in the 
cervical canal. They are arranged according to the type 
of a palisade, the nuclei being located near the base. 

% The follicular erosion in which the vaginal portion 
is not only covered with cylindrical epithelium externally, 
but recesses are formed in the stratum proprium. By 
constriction of the necks of the glands, secret ions accumu- 
late and form vesicular cavities, which often result in 
extensive cystic dilatations projecting as globular masses 
under the epithelium (ovula Nabothi) and causing uneven- 
ness of the surface of the erosion. The fluid in such 
cysts may be rendered turbid by the admixture of pus. 

3. The papillary erosion appears maeroscopically as an 
irregular, warty surface, and microscopic sections show 
numerous ingrowths of the epithelium in the form of 
branched tubules; the mouths of the glandular forma- 
tions, however, do not lie on a level with the surrounding 
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mucous membrane, but project high above it. A prolif- 
eration of the stratum proprium has taken place, which has 
poshed the surface epithelium outward iu the form of 
branching projections. The apices of the papillae often 
show losses of substance, especially when the seat of recent 
inflammatory changes. 

All forms of erosion are susceptible of healing : from 
the margins, Hat epithelium slides in over the cylindrical 
epithelial layer, and it often happens that the glandular 
recesses are shut oh 1 ' from the surface, and thus form in the 
stratum propriam closed cavities lined with epithelium. 

Attention has been called to the papillary character of 
tuberculosis of the cervical portion of the uterus. 

A common condition in women of advanced age and 
jKist the menopause is the so-called apoplexia uteri. The 
uterine mucosa is swollen, velvety, deep red, loosened, and 
infiltrated with blood* The microscopic examination shows 
the absence of inflammation. The stratum proprium and 
the superficial muscular layers are infiltrated with blood 
corpuscles, and the superficial epithelium is in part 
destroyed. Sections of the uterine wall show a marked 
disease of the arteries. The walls are very thick, the 
lumen often almost completely closed, and the thick media 
may Ih 1 hyaline or calcareous ; in short, there are present 
the changes of advanced endarteritis obliterans. Pro- 
nounced arteriosclerosis elsewhere in the body fe usually 
not observed. Undoubtedly this condition of the arteries 
explains the hemorrhages into the mucosa, which Sinimouds 
regards us agonal or preagonal. The whole uterine wall 
usually shows great diminution of muscular elements, 
which are replaced by fibrous tissue. 

Metritis* 

Outside of the puerperiuin most cases of acute inflam- 
mations of the uterine wall (acute metritis) are caused by 
the gonoeoccus. The softened, enlarged organ shows 
microscopically accumulations of round cells, especially 
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PLATE 98. 

Fig. 1.— Tuberculous Salpingitis. X 35. 1, Apices of trans- 
versely cat folds of the mucosa, deprived of epithelium and caseous ; 
2, tuberculosis giant cells. The adjacent mucosa markedly congested. 

Fig. 2.— Hyaline Degeneration of Corpus Fibrosum of the 
Ovary, X 72. The fibrous tissue filling the shrunken follicle trans- 
formed into homogeneous, glistening, convoluted masses, simulating 
caseous material. The surrounding tissue greatly indurated and 
fibrous ; the many vessels have thick walls. 



around the vessels, and the muscular and fibrous tissues 
are edematous, the interstitial spaces enlarged. Dense 
accumulations of leukocytes may lead to abscesses in the 
uterine wall, in the contents of which gonococci may be 
found (Madelener). Chronic metritis is characterized by 
circumscribed or diffuse increase of connective tissue in the 
uterine wall. Between the new fibrillse, which lead to a 
gradual shrinking of the whole organ, are found mast 
cells in large numbers (Orth). (Compare volume on 
" General Pathologic Histology," " Inflammation.") 

In the puerperium suppurative inflammations of the en- 
dometrium and myometrium are caused by infection, most 
frequently with streptococci. The inner surface of the 
uterus is covered by a membranous, necrotic, greenish- 
yellow mass, often also by purulent material. Hence there 
is an innermost layer of necrotic decidual cells, between 
which are dense, cloud-like masses of streptococci. This 
layer borders on a layer of pus corpuscles. The venous 
vessels, often greatly dilated, are filled with purulent 
thrombi, mixed with streptococci, and the walls are infil- 
trated with leukocytes. The muscular walls also show 
diffuse purulent infiltration. All lymph spaces are filled 
to distention with pus cells and masses of streptococci. 
Extension often takes place to the peritoneum, which be- 
comes covered with a purulo-fibrinous exudate. 

In puerperal involution of the uterus the greatly en- 
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larged muscle-cells 1 are reduced to normal size by fatty 
changes in the protoplasm. There is no destruction of 
muscle-fibers, and the parts of the deeidua which are not 
expelled are gradually transformed into normal stroma. 
Under certain conditions this involution may fail to take 
place, and the decidua may persist in places. Instead of 
the normal stroma of the mucous membrane, are found 
polygonal decidual cells closely packed, The surface epi- 
thelium and the glands are absent in such places, in the 
immediate vicinity of which normal mucous membrane 
may have formed again. Chorionic cells also may remain 
in the uterus after the expulsion of the fetus and the pla- 
centa. These cells may retain their typical structure for a 
long time or undergo a hyaline degeneration. They pro- 
ject as villous masses above the level of the mucosa, and 
are designated as placental polypi From their epithelial 
covering there develops occasionally the so-called malig- 
nant syncytioma (carcinoma syncytial, sarcoma deciduo- 
chorioeellulare, deciduonia, deeiduosarcoma, chorioepithe- 
lioma — Marchand). Although the original elements of 
this tumor are derived from the fetal portion of the pla- 
centa, they have the power to proliferate in the maternal 
organism and to form metastases (see volume on " General 
Pathologic Histology "). 

Of other tumors in the uterus the most frequent are 
myoma and tihromvoma. Sarcomas and carcinomas also 
occur, and they are discussed in the volume on "General 
Pathologic Histology." 

Special mention must be made of adenomyomas, because 
they occur only in the uterus. These tumors occur espe- 
cially in the dorsal wall of the uterus and at the tulx>- 
ovarian angles, and they are composed of smooth muscle- 

1 Sanger gives the following dimensions of the muscle-cells of the 
uterus : 

Font to six hours post pnrtum, 158.3 long and 12*2 ^ broad. 
Three to four days " " 117.4" " " 10.5 u 11 
Thirteen " iUA " 11 11 6.7 i£ " 

Fifty-five " " » 3L2 " " " 6.45 " " 
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delta and peculiarly arranged epithelial tubules. Among 
the latter it is usually possible to distinguish a principal 
canal, into which empty numerous collecting tubules ar- 
ranged in rows or like the teeth of a comb, so that tin-re 
results a complete system of epithelial tubules with ter- 
minal bulbs and ampulla?. Often several systems of this 
kind are united by means of tortuous eanals. Underneath 
the epithelium there is found, as in the uterus, a cellular 
stratum proprium, which borders directly on the muscular 
tissue. Von Recklinghausen has shown that these forma- 
tions are derived from the Wolffian body. Similar epithe- 
lial tubules without myomatous growth have been traced 
to remnants of the Wolffian duct (Klein). 

THE VAGINA* 

The vagina may he the seat of simple catarrhal and of 
ulcerative inflammations. In the former there are, in addi- 
tion to marked capillary injection, diffuse subepithelial infil- 
trations. The epithelial o ils are loosened and there is 
increased desquamation of its upper layers. Between the 
cells of the Malpighian layer are found numerous leuko- 
cytes in the act of migration. The vaginal secretion con- 
tains usually large masses of bacteria, which are also found 
in heaps among the superficial epithelial layers. When 
defects develop, these may be covered with croupous exu- 
date. The puerperal colpitis especially is characterized by 
croupous exudation ; but genuine diphtheria of the vagina, 
caused by LoftWs diphtheria bacillus, has been observed 
also. 

Colpitis emphysematosa, or colpohyperplasia cystica, is 
applied to a peculiar inflammation of the vagina marked 
by the formation of subepithelial gas cysts. In micro- 
scopic sections the latter appear as sharply circumscribed, 
rounded cavities, situated immediately under the basal 
layer of the epithelium and extending into the stratum 
proprium. The epithelial covering is thinned and flat- 
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torncl. In the vicinity of the cyst wall oeeur numcroUH 
giaut cells of the tuberculous type. [The ^iant celts Ml 
untloubtedly foreign body giant eel In in their nature. 
Colpitis emphysematosa is caused by gas-producing anae- 
robic bacilli.] 

Tuberculosis of the vagina is usually assoeiated with 
tuberculosis elsewhere in the genital organs, and begin* 
with the formation of typical nodules in tlio pupillary 
body, which later break through and are changed into 
ulcers. 



THE CENTRAL NERVOUS SYSTEM. 

The dura mater consist* of parallel layers of wmnective-tisMiji! 
fibers, among which arc numerotiB elastic ilts-rs. The spinal duro 
mater is covered both externally and internally by a single Jnyej of 
BM n ils, The cerebral dura mater arises from t he funum of Ihv spinal 

dura mate and the Internal periouteiuti of the spimil mmd, and ii 

forms the internal -nostrum of the minium. It contains also elastic 
iiU'i-s in its eimrnrtive tissue and is covered iutenmlly with a double 
layer of flat cells. IMween fln< minuet ivr~liwue tlliers lie numerous 
lymph sauces elolhed with 11 <Ii \'uuU> epithelium. 

The arachnoid is composed cif a network or eon well ve llsnue 
bundles ; over the spinal eord it. is very thin, but over the brain It limy 
lie as much M forty microns in thickness ; It in eovered w II h a I In I epi- 
thelium and sends numerous Iwnd* of bridges to the nia nmtei , The 
pia mater covers all the elevation* and depressions of the hruiu and 
cord and extends inward as a sheath around tin- vessels Mini jienetrnte 
into the interior. An external fibrillar and an internal more vnseulai 
layer may \k distinguished. In the bruin it forms prnlouuntloiis, 
looown ad tela superior aiid as plexus rhuwldei, which e*trnd Into bhs 

eerelinil utricles. Its surface is covered with a single layer or h»w 
epithelial cells. 

As regards the finer histologic struett ire of the mitral rurvutm sys- 
tem, especial ly as con wms the enurse of the blurs, re fe in raw imifti he. 
made to special works on histology* At ibis time In ludieated only the 
general histologic structure of the nervous system. 

In the brain and com! there is distinguished the %my nod (he 
white substance. The j^ray st distance in composed of gunutlon eel Is 
and their processes {dendrite* nud uenraxoue* ) ; the while amlmtauee 
consists of nerve fils-rs. The ganKliou eell* [neun>eyte*) are divided 
into multipolar and bipolar ( the NoenMed unipolar po«s* m« T -nUn\u d 
divisions) according to the number of I heir yrtn^tm n. The ho<l> im 
large and consist* of peculmi group* of JlhrtJhe and granules; tho 
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BTJclftw is vesieaUr, poor in chromatin ; the nucleolus » larpe. 
^suiKliou eella have two kinds of praam: (1) A nervou* j*rocesft or 
ni'uraxorie. and (2) numerous protoplasm ie proc**** or dendrites. In 
sw>ni** cell* — a*, for example, in i'urkinje's pel l» of the cerebellum — tbe 
dendrite* we devetojji^i to an extnviniinary df^cree, Tbe neuraione 
either HMHUM naked throughout it* entire extent or it become* sur- 
rounded by a layer of myelin, a fatty materia] also known as the 
medullary Aheath. Tin- myelin sheath at certain pointe shows inter- 
rupt ion* or eon*trietinna, the un-called nod** of Banner, beneath 
whieh the neriraxom- present* a slight hiconical swelling. Nene fibers 
rorupoNcd only of axon- s and myelin sheath* an* found only in tbe 
central nervotiK *v*t^m. In the peripheral |«rt of the nervous system 
the myelin sheath iff covered externally hy another membrane, 
Hehwaui)'* sheath or neurilemma, a lint* struct urelesff layer which at 
certain point* upon ita internal surface carrier oval nuclei surrounded 
with some protoplasm. 

The Kup[rfjrtiTi£ tt!*m* of the cental nervriii-. system U not formed 
hy fibroin* ti»me, a* in other orpin*, hut by a peculiar tissue, the glia 
tiM^ne or neuroglia. It consists of cell* and libera. Two groups of 
cell* are di*tin#ni?4ied T the ependyma cells, which clothe all the cavi- 
ties, and the Ho-called. astrocytes*. Jioth iK>f*se*i very line fibrillar pro- 
ceate*, some of which are short, and such cells occur especially in the 
jffuv Kubstance, while others are longer, and these occur principally in 
the white mattei I \h iters' tt lis l Iti the spinal cord the latter type 
usually preaentw a principal proee**, which jiaeaes to the surface of the 
cord, where it ends in a foot-like enlargement. 

In the peripheral nervous system the libers which are provided with 
myelin sheaths and neurilemma become iuelrjsed by eonitective-tiasue 
tihrilhe which unite with one another to form the entkmeurium. Each 
sinule bundle of fillers is surrounded by a dense fibrous layer — the 
perineurium. Many sneh bundles an ineh^d bv ill nous Bheatlis, 
which hold them together, and are know n as rpiucuYiuni. 



THE DURA MATER. 

One of the commonest changes in the dura mater is 
chronic productive pachymeningitis. It nceur* es}>ecialiy 
in old a*ro associated with atrophy of the brain, in chronic 
alcoholism, and ill general paralysis. As it usually is as- 
sociated with hemorrhage into the newly formed tissue, 
and generally develops upon the inner surface of the dura, 
it is designated as pachymeningitis interna luemorrha^ica. 
In the earliest stages of the process the inner surface of 
the dura is covered by a fine, veil-like, easily removable 
membrane. The microscopic examination shows that it 
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consists of a fibrinous network, the threads for the most 
part running parallel with the connective-tissue fibers. 
Between the threads lie leukocytes, single and in groups. 
At this time the epithelium on the inner surface of the 
dura is usually present. As in similar inflammations in 
other serous membranes, one frequently finds delicate fi- 
brinous threads under the loosened epithelial cells. Before 
long, however, partial loss of epithelial covering is fol- 
lowed by the growth of young connective-tissue cells from 
the inner layers of the dura into the fibrinous membrane. 

The cells are large, spindle-shaped or polygonal, with 
abundant protoplasm, and they first arrange themselves hi 
rows between the epithelium of the dura and the fibrinous 
deposit Simultaneously young vascular sprouts emerge 
from the dura and extend into the deposit as solid buds, 
which later are hollowed and filled with red blood cells. 
Very soon extraordinarily rich vascular networks are 
formed and the membrane assumes a deep red appearance. 
The walls of the vessels always remain very thin, consist- 
ing largely of epithelial cells, so that hemorrhages take 
place freely either from rupture of the walls or by diaped- 
esis. It seems evident that slight variations in pressure 
may cause hemorrhages under these circumstances. [Mel- 
nikow-Iiaswcdcnkow 1 has pointed out that the increasing 
thickness of the internal elastic coat offers mechanical con- 
ditions that favor the occurrence of hemorrhages,] Red 
blotid cells pass out into the fibrinous network, where they 
disintegrate into pigment masses that in part are taken up 
by wandering cells. The fibroblasts gradually form con- 
nective-tissue fibers which run parallel with the fibers of 
the dura; but as the vessels remain for considerable time, 
new hemorrhages occur again and again, which lead to in- 
crensed dejx^its in the new membrane (Plate 99, Fig. 1). 
New connective tissue ami new vessels grow out int*> the 
extravasated blood, and in this way the new layer may 



1 "Ziegkr'a Beitraui'/' 1900, XXVIII, 296. 
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PLATE 99. 

Fio. 1.— Pachymeningitis Interna Haunorrhagica. X 45. 1, 

Thick, fibrous dura ; 2, newly formed membrane or inner surface ; 3, 
pigment masses and numerous young vascular sprouts ; 4, cross-section 
of a newly formed vessel ; 5, concentrically lamellated amyloid body. 

Fig. 2.— Pachymengitis Spinalis Syphilitica. X66. 1, Dura; 

2, gummous granuloma with caseous center and with giant cells (4) ; 

3, artery with thick, infiltrated wall, and almost complete closure of 
lumen. 



acquire considerable thickness. The oldest portions even- 
tually become fibrous and sclerotic, the vessels are oblit- 
erated, and the limits between the membrane and the dura 
become indistinct. For a long time the new tissue is 
marked by the presence of blood pigment of all kinds, dif- 
fusible, granular, amorphous, partly intracellular, partly 
extracellular, and also hcmatoidin crystals. The younger 
amorphous pigment may give the iron reaction for a long 
time. In this way thick layers of scar tissue may arise. 
When large vessels are present, more extensive hemor- 
rhagic extravasations may occur between the lamellae of 
the fibrous tissue and give rise to large accumulations of 
blood that may compress the brain (hematoma of dura 
mater). Formerly these hemorrhages were explained on 
the score of traumatism, and it was thought, further, that 
the entire membrane might develop upon the basis of a 
traumatic hemorrhage. In the earliest stages, however, 
the inflammatory nature of the process is always evident. 
[The earliest changes are seen not infrequently in infec- 
tious diseases without having produced any symptoms dur- 
ing life.] Complete resorption of the blood cells, and the 
resulting pigment in hematomas of the dura mater, render 
the fluid colorless and serous, and this condition is termed 
hygroma of the dura. In the later stages the inner layers 
of the new fibrous lamellae often contain large, globular, 
concentrically lamellated bodies, which are stained blue 
with iodin and sulphuric acid, and therefore called cor- 
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pom amyloidea. These bodies probably develop from the 
coalescence of cells, and in the interior may be seen traces 
of one or more nuclei (Plate 99j Fig. 1), 

Suppurative pachymeningitis ocelli's as the result of ex- 
tension from the pin mater. The inner surface of the dura 
is then covered with a purulent layer, often mixed with 
fibrin, the epithelium is destroyed, and pus cells may 
penetrate between the fibrous lamella and cause partial 
softening of the dura. 

Tuberculosis of the pachymcninx is probably always 
the result of extension either from the pi a mater or from 
tuberculous caries of the cranium or spinal column. 

In rare cases syphilis appears in the spinal cord and 
cerebral dura, either as> a more circumscribed granuloma 
or as diffuse infiltration and increase in thickness. Upon 
the surface cicatricial masses may form, inclosing typical 
gummous nodules with caseous centers surrounded by 
giant cells, epithelioid cells, and round cells, the periphery 
consisting of h:ird fibrous tissue. The vessels in the neigh- 
borhood show the well-known endarteritic changes (Plate 
99, Fig, 2> 

THE PI A MATER. 

Acute purulent leptomeningitis is caused mostly by 
diplococei, and occasionally by streptococci and staphylo- 
cocci ; in rare instances, especially in the newborn, it is 
caused by the colon bacillus. Microscopically there is seen 
purulent exudation into the subarachnoid space and the 
tissue of the pia mater, which at times is very extensive. 
In the eurly stages fibrinous threads are often scattered 
among the pus corpuscles ; occasional filaments are seen 
also in the vessels of the pia, and even in the superficial 
vessels of the adjneent brain substance. At the same time 
the micro-organisms between the pus corpuscles are often 
brought into view. The blood-vessels, especially the small 
pial veins, are dilated to the utmost. Marked stasis, with 
peripheral disposition of the leukocytes, is evident. The 
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PLATE 100. 

Fig. 1.— Acute Suppurative Cerebral Leptomeningitis. X 55. 

1, 1, Two cerebral convolutions ; between them the pia mater infil- 
trated with purulent exudate (2) ; 3, 3, pial vessels, dilated to the 
utmost. 

Fig. 2.— Chronic Leptomeningitis. X 78. 1, Cerebral convo- 
lution ; 2, fissure in which lies pia mater infiltrated with cells and 
some pigment granules ; 3, vessels with infiltrated adventitia passing 
into brain substance. 



cellular accumulations outside of the vessels occasionally 
show two layers of different density : an external, com- 
posed mostly of leukocytes, and an internal, less dense, and 
lighter layer, in which there may. be recognized, in addi- 
tion to pus corpuscles, large spindle-shaped and rounded 
cells — fibroblasts. The purulent exudate usually follows 
closely the course of the pia, especially at the convexity, 
and there is also more or less infiltration of the pial sheaths 
of the cortical vessels. The lymphatic spaces of the ad- 
ventitia are filled with leukocytes, occasionally also with 
fibrinous threads. If a purulent meningitis has existed 
for some time, fresh preparations will show fatty changes, 
fragmentation, and other evidences of disintegration in the 
pus corpuscles. 

Chronic inflammations of the spinal and cerebral pia- 
arachnoid are recognized by areas of condensation in the 
arachnoid, which may present also deposits or fine villous 
outgrowths of fibrous tissue. In the pia are diffuse or 
circumscribed infiltrations with round cells, and this is 
especially marked in the sheaths of the vessels that pene- 
trate into the cortex. Fresh teased specimens show the 
adventitial spaces filled with round cells with small 
amount of protoplasm, and also with larger cells that are 
filled with fatty and pigmentary granules. In sections, 
infiltrated walls may be traced far into the brain substance. 
Among the round cells are found also small brown pig- 
ment granules (Plate 100, Fig. 2). 
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In contrast to the pu rale n t leptomeningitis the tubercu- 
lous form is localized especially at the base of the brain, 
about the chiasma, the infundibuluin, in the Sylvian fis- 
sures, and also about the pons ami medulla oblongata ; hence 
it is often called basilar meningitis. The nodules appear 
mostly in the course of the pial vessels, and, in addition, 
a gelatinous, turbid exudate spreads into the meshes of the 
pia-araclumid. The relation of the nodules to the vessels 
is made out easily with the naked eye, and it becomes 
particularly clear in the microscopic sections (Plate 101, 

The arachnoidal spaces and the tissue of the pia are in- 
filtrated with leukocytes in great numbers, among which 
are occasional fibrinous threads, and often also large 
epithelioid cells in fair numbers. The walls of the arteries 
and the veins nearly always show a marked infiltration, 
often extending through all the coats, including the inter- 
nal elastic layer, as lias been described previously (Vol. I, 
p. 40, Plate 10, A). The characteristic nodules usually lie 
in immediate contact with the walls of the vessels, and 
cannot, as a rule, be distinguished from the adventitia. 
Occasionally they surround the vessels in the lorm of a 
orescent (Plate 101, Fig. 1). Even when the clinical 
duration of the disease is only from nine to ten days, 
there is beginning enseatioji in die centers. In instances 
of longer duration the caseation extends rapidly, so that 
one often finds extensive, continent nodules with continu- 
ous caseous centers. 

At tlie periphery of the necrosis there are mostly radi- 
ately arranged spindle-shaped or rhombic epithelioid cells. 
On account of the rapid course of basilar meningitis, 
giani eells are few ; usually they arc absent entirely, The 
process may extend to the superficial layers of the brain 
by way of the vascular sheaths. Frequently the rapid 
caseation leads to rupture of Minnl-ves^els and circum- 
scribed hemorrhages, with destruction of the superficial 
brain substance (tuberculous meiungo-encephalitis). 
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PLATE 101. 

Fig. 1.— Tuberculous Leptomeningitis. X 30- (Section 
through fossa Sylvii.) 1, 1, Cerebral gyri ; 2, pia niater infiltrated 
with cells ; 3, periarterial tubercle with cerebral caseation ; 4, cross- 
sections of larger arteries with acute inflammatory clianges in walls. 

Fig. 2.— Syphilitic ((luminous) Leptomeningitis. X 30. 1, 

Cerebral gyri ; pia niater infiltrated with cells ; 3, caseous center of 
granuloma extending to adventitia of a large artery (4) ; 5, internal 
elastic coat lost in proliferating fibrous tissue. 



Occasionally the disease extends by direct continuity to 
the choroid plexus as well as to the ependyma of the 
ventricles. Tubercles in the ependyma may be seen with 
the naked eye as fine granulations, especially by oblique 
light. Microscopic sections often show quite early stages 
in the tubercles, which may consist only of epithelioid 
cells, the overlying ependymal cells being lost entirely. 

Within the mxlules, tubercle bacilli are usually easily 
demonstrable in large numbers, but in the diffuse infiltra- 
tions they are few and scattered. 

Syphilitic leptomeningitis is characterized by a diffuse, 
gelatinous exudate and circumscribed nodules that tend to 
regressive changes, but the whole process is chronic in its 
course, and the lesions have a fibro-cicatricial character. 
Nodules witli caseous centers and fibrous margins occur in 
the vicinity of the vessels, especially the larger arteries. 
The relation to the vessels is very distinct and intimate, 
the granulomas first appearing in the adventitia of the 
pial arteries (Plate 101, Fig. 2). The vessel walls pre- 
sent the obliterating processes described previously (Vol. I, 
p. 42). Often thrombosis takes place. The cicatricial con- 
densation extends from the nodules to the adjacent pial 
tissue, and may lead to considerable new fibrous tissue and 
increase in volume. Sometimes the superficial cerebral 
layers are infiltrated, and the caseo-cicatricial masses may 
extend into the brain, so that cerebral substance and menin- 
ges become blended inseparably (Plate 101, Fig. 2), 
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pora amyloidea. These bodies probably develop from the 
coalescence of cells, ami in the interior may be seen traces 
of one or more nuclei (Plate 99, Fig, 1). 

Suppurative pachymeningitis occurs as the result of ex- 
tension from the pia mater. The inner surface of the dura 
is then covered with a purulent layer, often mixed with 
fibrin, the epithelium is destroyed, and pus cells may 
penetrate between the fibrous lamelhe and cause partial 
softening of the dura. 

Tuberculosis of the pachymeninx is probably always 
the result of extension either from the pia mater or from 
tuberculous caries of the cranium or spinal column. 

In rare cases syphilis appeal's in the spinal cord and 
cerebral dura, either aa a more circumscribed granuloma 
or as diffuse infiltration mid increase in thickness. Upon 
the surface cicatricial masses may form, inclosing typical 
gummous nodules with caseous centers surrounded by 
giant cells, epithelioid cells, and round cells, the periphery 
consisting of hard fibrous tissue. The vessels in the neigh- 
borhood show the well-known eiidarteritic changes (Plate 
99, Fig. 2> 

THE PIA MATER, 

Acute purulent leptomeningitis is caused mostly by 
diplocoeei, and occasionally by streptoco(M:i and staphylo- 
cocci ; in rare instances, especially in tlie newborn, it is 
caused by the colon bacillus. Microscopically there is seen 
| >uni lent exudation into the subarachnoid space and the 
tissue of the pia mater, which at times is very extensive. 
In the early stages fibrinous threads are often scattered 
among the pus corpuscles ; occasional filaments are seen 
also in the vessels of the pia, and even in the superficial 
vessels of the adjacent brain substance. At the same time 
the micro-organisms between the pus corpuscles arc often 
brought into view*. The blood-vessels, especially the small 
pial veins, are dilated to the utmost Marked stasis, with 
peripheral disposition of the leukocytes, is evident* The 
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PLATE 100. 

Fig. 1.— Acute Suppurative Cerebral Leptomeningitis. X 55- 

1, 1, Two cerebral convolutions ; between them the pia mater infil- 
trated with purulent exudate (2) ; 3, 3, pial vessels, dilated to the 
utmost. 

Fig. 2.— Chronic Leptomeningitis. X 78. 1, Cerebral convo- 
lution ; 2, fissure in which lies pia mater infiltrated with cells and 
some pigment granules ; 3, vessels with infiltrated adventitia passing 
into brain substance. 



cellular accumulations outside of the vessels occasionally 
show two layers of different density : an external, com- 
posed mostly of leukocytes, and an internal, less dense, and 
lighter layer, in which there may. be recognized, in addi- 
tion to pus corpuscles, large spindle-shaped and rounded 
cells — fibroblasts. The purulent exudate usually follows 
closely the course of the pia, especially at the convexity, 
and there is also more or less infiltration of the pial sheaths 
of the cortical vessels. The lymphatic spaces of the ad- 
ventitia are filled with leukocytes, occasionally also with 
fibrinous threads. If a purulent meningitis has existed 
for some time, fresh preparations will show fatty changes, 
fragmentation, and other evidences of disintegration in the 
pus corpuscles. 

Chronic inflammations of the spinal and cerebral pia- 
arachnoid are recognized by areas of condensation in the 
arachnoid, which may present also deposits or fine villous 
outgrowths of fibrous tissue. In the pia are diffuse or 
circumscribed infiltrations with round cells, and this is 
especially marked in the sheaths of the vessels that pene- 
trate into the cortex. Fresh teased specimens show the 
adventitial spaces filled with round cells with small 
amount of protoplasm, and also with larger cells that are 
filled with fatty and pigmentary granules. In sections, 
infiltrated walls may be traced far into the brain substance. 
Among the round cells are found also small brown pig- 
ment granules (Plate 100, Fig. 2). 
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In contrast to the purulent leptomeningitis, the tubercu- 
lous form is localized especially at the base of the brain, 
about the ehiasma, the infundibuhuu, in the Sylvian fis- 
sures, and also about the pons and medulla oblongata ; hence 
it is often called basilar meningitis. The nodules appear 
mostly in the course of the pial vessels, ami, in addition, 
:i gelatinous, turbid exudate spreads into the meshes of the 
pia-arachnoid. The relation of the nodules to the vessels 
is made out easily with the naked eye, and it becomes 
particularly clear in the microscopic sections (Plate 101, 
Fip. 1). 

The arachnoidal spaces and the tissue of the pia are in- 
filtrated with leukocytes in great numbers, among which 
are occasional fibrinous threads, and often also large 
epithelioid cells in fair numbers. The walls of the arteries 
and the veins nearly always show a marked infiltration, 
often extending through all the coats, including the inter- 
nal elastic layer, as has been described previously (Vol. I, 
p. 4<), Plate 10, ft). The characteristic nodules usually lie 
in immediate contact with the walls of the vessels, and 
cannot, as a rule, be distinguished from the adventitia. 
Occasionally they surround the vessels in the form of a 
crescent (Plate 101, Fig. 1), Even when the clinical 
duration of tin* disease is onlv from nine to ten davs, 
there 18 beginning caseation in the centers. In instances 
of longer duration the caseation extends rapidly, so that 
one often finds extensive, confluent nodules with continu- 
ous caseous centers. 

At the periphery of the necrosis there are mostly radU 
atel v arranged spindle-shaped or rhombic epithelioid cells. 
On account of the rapid course of basilar meningitis, 
giant cells are few ; usually they are absent entirety. The 
process may extend to the superficial layers of the brain 
by way of the vascular sheaths. Frequently the rapid 
caseation leads to rupture of blood-vessels and circum- 
scribed hemorrhages, with destruction of the superficial 
brain substance (tuberculous meningoencephalitis). 
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PLATE 103. 

Fig. 1.— From Margin of Apoplectic Focus in Cerebrum. 

X 300. Thirty days old. 1, Shadows of red corpuscles ; 2, con- 
tractile cells with fat vacuoles ; some cells have two nuclei ; 3, amor- 
phous pigment free ; 4, cells containing blood corpuscles. 

Fig. 2.— Old Apoplectic Scar in Cerebrum. X 78. 1, Brain 
substance ; 2, fibrillar, acellular connective tissue with dark pigment 
granules ; 3, young vessels with thin walls. 



such foci, which, in the mean time, have been replaced 
with scar tissue. It seems that, having loaded themselves 
with detritus, the cells wander into the lymphatics ; at all 
events, they are found, especially in the later stages, prin- 
cipally in the lymphatic spaces of the adjacent vessels. 
In this way may arise lasting dilatations of the lymphatic 
vessels, recognizable microscopically as fine, tubular cavi- 
ties in the neighborhood of old foci of softening or of 
hemorrhage — a condition which has been termed Hat crible. 
Myelin droplets and krger fragments of neuraxones may 
be taken up by these cells. In the fixed and stained sec- 
tions the fat and the myelin are extracted, and the cells 
that contained these substances appear penetrated in a 
sieve-like manner by numerous rounded vacuoles, the nuclei 
being now visible (Plate 103, Fig. 1). 

But the contractile cells also subject the blood to their 
phagocytic activity. After the third day cells inclosing 
red blood cells are found at the margins of the hemorrhagic 
focus. Some cells may contain only a few corpuscles in 
addition to fat ; others may be crowded full with corpuscles, 
which gradually undergo an intracellular digestion. If 
the corpuscles contain hemoglobin at the time they are 
taken up, then they gradually shrink to small, deeply 
colored pigment masses of irregular, angular form. The 
blood cells that remain free lose their hemoglobin by diffu- 
sion ; at first they swell up, and the biconcave disks assume 
a globular form. In sections they appear as pale or color- 
less objects, the so-called " shadows," which even do not 
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stain with eosim Later a shrinking takes place in these 
corpuscles also. At first minute impressions appear, often 
extending around the whole periphery (Eeker and Vir- 
chow's u marginal bodies"), and later larger invaginations 
occur, producing forms that may resemble scutellated and 
cup-shapeo* bodies. The corpuscles may be taken up at 
this stage by contractile cells and destroyed by them, or 
they are gradually dissolved while extracellular. 

The coloring-matter of the blood diffused into the sur- 
rounding tissue may undergo two distinct changes: (1) a 
morphologic, and (2) a chemical. 

The first is made evident by the gradual disappearance 
of the diffused pigment from the area of disintegration, 
except as regards the contractile cells, in which it is quite 
evident that the pigment is accumulating ; for, beginning 
at about the tenth day, there appear at the margins of the 
focus rounded and angular pigmentary masses and scales, 
which, at first coarse, later become smaller and smaller. 
Hence pigment granules are deposited in the contractile 
cells partly as the result of taking up red blood cells, 
portly from concentration of the diffused pigment At 
about the same time it is possible to make out a chemical 
change in the blood pigment, in that the iron it contains 
becomes susceptible to tnieroeheiuic reactions with ferro- 
cyanid of potassium and hydrochloric acid, as well as with 
ammonium sulphid, i. c, hemoglobin gives origin to the 
hemosiderin of Neumann (sue " General Pathologic His- 
tology," « Pigment"). 

Little by little the exclusively intracellular pigment 
masses nre srt free by disintegration of the corresponding 
cells, Free blood pigment is found in the margins of 
general hemorrhages after about the eighteenth day. Later 
the iron of the pigment is split off, and the pigment gran- 
ules, which become smaller and smaller, no longer give 
the iron reaction, but constitute the iron-free hcmatoidhi. 
A part of the pigment is transformed into rhombic hema- 
toidiu crystals, which very rarely are found within the cells. 
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PLATE 101 

Fig. 1 + — Focus of Softening in Cerebrum. > 200. 1, I>is- 
intt'gratetl brain substance with oon tractile cells (2), Rome of which 
have two nuclei \ 3, new vessel filled with red cells. 

Fig. 2.— From a Spot of White Softening in the Cerebrum* 

X 320. Fresh , teased specimen. 1, Fat j^irmule cells \ 2, myelin 
droplets : 3, varicose axont-s j 4, free fat. 

Fig. 3.— So-called Miliary Aneurysm of a Small Artery 
near an Apoplectic Focus. X 8&« Freeh, teased specimen. 1, 
Aneurysmal dilatation of small arterial vessel ; the aclventitia filled 
with fat droplets. 



In the mean time new elements wander into the apoplec- 
tic focus from the adjacent intact cerebral tissue, especially 
numerous young vascular sprouts, as well as cells derived 
from the fixed tissue, principally connective-tissue cells or 
fibroblasts. The fibroblasts are characterized by polygonal 
or spindle-shaped outline, and large vesicular nuclei. 
Young vessels and fibroblasts gradually extend into the 
defect caused by the hemorrhage, at the same rate as the 
detritus is removed by absorption. Consequently the 
margins of the hemorrhage at a certain stage consist only 
of a young granulation tissue, throughout winch is scat- 
tered free granular and crystalline pigment. 

In the margins of the adjacent healthy cerebral (or spi- 
nal) substance appearances are seen indicating condensation 
on the part of the neuroglia, the fibers of which form a 
dense network ; the cells swell up and send out numerous 
prolo ligations ("spider cells"); but regeneration of the 
broken-up nervous elements in the focus of disintegration 
does not take place. The resulting defect is bridged by 
connective tissue formed by the fibroblasts; but as the new 
tissue often does not suffice to fill the entire space, large 
hemorrhages frequently give rise to cystic cavities, which 
are filled with a thick fluid, usually of a rusty appearance, 
on account of the pigment, and provided at the periphery 
with a more or less distinct Avail. In old apoplectic foci 



TEE CENTRAL NERVOUS SYSTEM. 



151 



the wall consists of a dense, fibrillated fibrous tissue, which 
Is poor in cells and dotted with pigmentary collections. 
Smaller foci may be replaced wholly with such tissue 
(Plate 103, Fig, 2). 

Toward the lumen of the cyst the connective tissue may 
assume a myxomatous character, the cells being larger, 
connected with one another by radiating processes, the 
intervening spaces being filled with fluid. 

Frequently changes in the blood- vessels are found in 
the vicinity of apoplectic foci, especially recent ones. The 
middle-sized and smaller arteries, when isolated, may pre- 
sent multiple spindle-shaped and ampullar enlargements. 
Virehow designated these dilatations as miliary aneurysms, 
and Charcot has pointed out their frequent, and almost con- 
stant, association with cerebral apoplexy. But one must 
distinguish between true and false miliary aneurysms. In 
the first form there is a genuine dilatation of the lumen of 
a small vessel, associated with partial disappearance of the 
media j the cells of the intima, aud also the adventitia, 
usually being infiltrated with fat granules, the lymphatic 
spaces of the adventitia containing granule cells (Plate 
104, Fig. 2). Genuine aneurysms may be simulated by 
small spindle-shaped swellings of the smaller vessels, due 
to accumulations of fat granule cells and detritus in the 
adventitia. Naturally, there is now no dilatation of the 
lumen, but rather narrowing. 

The rust-colored or yellow, usually depressed areas in 
the surface of the hemispheres, the so-called "plain's 
jaunes," owe their origin to circumscribed hemorrhages, 
mostly traumatic, and present microscopically the struc- 
ture of an old apoplectic focus. 

E nee ph a (omafacfa. 

Embolism of the cerebral arteries by thrombotic masses 
leads to infarction and local death of the brain substance, 
bemuse most parts of the brain are provided with endar- 
teries. 
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PLATE 105. 

Fig. 1.— Margin of Embolic Cerebral Abscess. X 78- 1, Ab- 
scess cavity with leukocytes ; nuclear fragmentation ; 2, cerebral sub- 
stance ; 3, vessels with cell infiltration of lymph sheaths. 

Fig. 2.— From the Vicinity of a Solitary Tubercle of Brain. 

X 160. 1, Cerebral substance ; 2, caseation in tubercle ; 3, epitheli- 
oid cells ; 4, round cells. 



While local death in all other organs is followed by a 
solidification due to coagulation of the albuminous sub- 
stances of the cells, local death in the central nervous 
system is succeeded by softening, which often leads to 
liquefaction of the tissue. 

Consequently cerebral infarcts are designated as enceph- 
alomalacic foci (foci of softening), and, according to the 
color, there is recognized a white and a brown or yellow 
softening, the color depending, however, upon the absence 
or presence of blood. After the death of the cerebral 
substance there follows a breaking-up of the elements 
quite similar to that described in recent hemorrhagic areas. 
Swollen, varicose axones, myelin drops, and numerous 
phagocytic granule cells are found. If, at the same time, 
blood-vessels rupture, hemorrhage takes place into the 
softened district and red encephalomalacia results. This 
is the analogue of the red or hemorrhagic infarct of other 
organs. In the absence of hemorrhage the color of the 
nervous tissue and of the products of its disintegration 
predominate — white encephalomalacia. In larger areas 
of softening small extravasations may occur only at the 
margins ; and as the pigmentary changes described in the 
foregoing take place, the focus assumes a brownish tinge 
(Plate 104, Figs. 1 and 2). 

The further histologic changes in the softened area are 
the same as in the apoplectic focus. The broken-up ner- 
vous elements are absorbed largely by means of contractile 
cells (Plate 106, Fig. 1). Regeneration does not take place. 
Young, vascularized granulation tissue grows in from the 
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margins and substitutes a part of the area, forming in the 
course of time, a connective-tissue capsule. More exten- 
sive softenings frequently result in encapsulated cysts 
filled with a turbid fluid resembling buttermilk, 

I fit la m mat ions. 

Suppurative, tuberculous, and syphilitic inflammations 
may extend from the cranium and from -the cerebral mem- 
branes into the brain. Primary acute encephalitis may 
arise in various infectious diseases, especially in pyemia, 
endocarditis, articular rheumatism, anthrax, etc. In the 
simple cases there are found small ibci of infiltration about 
the cortical vessels, the pial sheaths of which arc infiltrated 
with rouud cells, and frequently micro-organisms (diplo- 
cocci, streptococci, anthrax bacilli) may be demonstrated 
in the vascular adventitla. Usually the piaarachnoid is 
involved at the same time, often presenting extensive sup- 
purative inflammation, while the surface of the brain shows 
only scattered, smaller inflammatory feci (ineningo-cnccph- 
alitis). Embolic abscesses arc found often in pyemia as 
sharply circumscribed, small, purulent foci, surrounded by 
gre&tly dilated vessels, the outer walls of which are infil- 
trated ( Plate 106, Fig, 1). When such purulent accumu- 
lations exist for some time, they lead to softening of the 
nervous tissue about them and to the appearance of con- 
traetilc cells, as in eneephalomalacia. Even large solitary 
abscesses, such \\< may result from theentranee of a foreign 
body or from suppurative sinus thrombosis, may heal sjhui-* 
tancously after the micro-organisms die out. The pus 
corpuscles are disintegrated from fatty changes, and the 
margins present the same evidences of connective-tissue 
ingTOWfch as older foci of softening. Around the abscess 
a membrane forms, which becomes firmer and firmer, and 
at last distinctly fibrous. The encapsulated pus may be 
inspissated so as to resemble a caseous or chalky mass, and 
as such it may persist for years. 

Virchow designated as encephalitis neonatorum a process 
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PLATE 106. 

Fig. 1.— Focus of Softening in Posterior Horn of Spinal 
Column following Trauma. X 54. 1, Central canal ; 2, softened 
focus filled with contractile cells. 

Fig. 2 — Degeneration in Posterior Columns in Tabes Dor- 
salis. Marchi preparation with osmic acid. X 37. 1, Septum pos- 
tering of spinal cord ; 2, wedge-shaped zone of degeneration in poste- 
rior columns ; the degenerating nerves blackened by osmic acid ; 3, 
adjacent normal spinal tissue. 



which probably is not pathologic, but connected with the 
normal development of the brain. In older fetuses, and 
in infants up to the seventh month, circumscribed, turbid, 
yellow foci may be found in the cortex. Microscopic sec- 
tions show the presence of numerous spindle-shaped and 
rounded cells, filled with fatty granules. These granular 
cells are found especially in the lymphatic sheaths of the 
cortical vessels. At times the ganglion cells also appear 
turbid and infiltrated with fat granules. 

Acute anterior poliomyelitis is the name given a process 
in the spinal cord, regarded as of inflammatory nature, the 
territory involved corresponding to the distribution of the 
arterise sulcocommissurales. There is cellular infiltration 
of vascular sheaths and their vicinity, and degeneration 
and disintegration of the ganglion cells of the anterior 
horn. The ganglion cells may perish altogether on one 
side, or material diminution in number and in size may 
result. 



PLATE 107. 

Fig. 1.— Hydromyelia. Weigert myelin sheath stain. X 9. 
Central canal dilated irregularly and widely. (From upper cervi- 
cal region. ) 

Fig. 2.— Tabes Dorsalis. Cervical portion. Weigert's myelin 
sheath stain. X 9. 1> Degenerated posterior columns ; 2, normal 
marginal zone. 
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Sclerotic Processes in the Central Nervous System. 

Sclerosis includes numerous histologic processes in trie 
central nervous system, which may differ greatly in their 
clinical manifestations. Here lxdong tabes dorsal is, the vari- 
ous secondary systemic diseases, which appear after focal 
or transverse lesions as ascending and descending degenera- 
tions of the cord, and the so-called combined system 
diseases (in amyotrophic lateral sclerosis, spastic spinal 
paralysis, and progressive paralysis) ; furthermore, chronic 
poliomyelitis, numerous cases of syringomyelia and poren- 
cephaly, and, finally, multiple cerebrospinal sclerosis. 

The common feature of all these diseases is death or 
destruction of the nerve fibers and proliferation of the 
glia tissue to cover the defect. In destructions of the 
central nervous tissue by hemorrhage or as the result of 
vascular occlusions, repair is accomplished by connective- 
tissue proliferation, but the purely sclerotic processes are 
characterized by condensations in the neuroglia, which 
frequently assume a character like that of genuine neo- 
plasms. And it cannot in all cases be determined definitely 
whether the primary event of the disease is destruction of 
the nervous tissue or proliferation of the glia. In the 
systemic diseases of the spinal cord there occurs in the 
regions iuvolved first a swelling of single axones or of 
groups of axones, which on cross-section may present a 
diameter many times the normal (compare edema of central 
nervous system, p. 145), This is followed by disintrgra- 
tion of the axones, accompanied by the accumulation in 
them of fat, and by fragmentation, resorption being the 
final step in their disappearance. Now numerous myelin 
sheaths are found empty ; between the empty sheaths may 
be seen occasional normal axones for a long time. But 
tin myelin sheaths also present destructive changes ; they 
are broken up into pieces, and between the fibers appear 
granule cells, winch transport the detritus. A clear pic- 
ture of this process is given by preparations in which the 
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PLATE 108. 

Fig. 1.— Marginal Zone off Posterior Columns in Tabes 
Dorsalis. Weigert's myelin stain. X 67. 1, Gray substance ; 2, 
marginal zone, the medullary sheaths largely preserved ; 3, zone of 
degeneration. 

Fio. 2.— Marginal Zone off Posterior Columns in Tabes 
Dorsalis. Axone stain. X 280. 1, Normal axones ; 2, swollen 
axones ; 3, degenerated fibers without axones. 



medullary sheaths are colored by Weigert's method (Plate 
108, Fig. 1), as well as in specimens stained to bring out 
the axones (Plate 108, Fig. 2), and in preparations treated 
with osmic acid according to Marchi's method, which 
brings out the products of disintegration (Plate 106, Fig. 2). 
In the first instance one sees, instead of blue rings, only 
transparent spaces in the condensed but unstained glia 
tissue. In tabes dorsalis, in which the posterior columns 
degenerate, there is nearly always a small, relatively 
normal band immediately adjacent to the gray substance : 
that is, at the apex of the posterior columns. Here 
normal myelin sheaths as well as axones may be seen 
(Plate 1 08, Fig. 1 (2), and Fig. 2 (2) ). The study of speci- 
mens prepared by Marches method shows most clearly the 
extent of the area of degeneration, because the myelin 



PLATE 109. 

Fig. 1.— Multiple Sclerosis in Spinal Cord. Weigert's glia 
stain. X 9. The blue areas consist of condensed glia tissue within 
which the nervous elements have perished. 

Fio. 2.— Proliferation off Glia in Posterior Columns in Pro- 
gressive Paralysis (Beginning 44 Gliosis " ). Weigert's glia 
stain. X 300. The glia network is irregularly condensed ; in some 
places into solid, insular bands (3). 1, Nerve fibers ; 2, normal glia 
tissue. 1 

1 1 owe the preparations illustrated on Plate 109 to my deceased 
friend, Dr. Karl Straub. 
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sheaths are stained black by osmic acid. As regards the 
glia, recent specific staining methods, elaborated recently 
by Weigert [and by Mall ory] , show best the extent as 
well as the origin of the sclerotic foci. Under low powers 
the selenitic foci appear as circumscribed blue foci (Plate 
109, Fig. 1), while with higher powers there is seen a 
marked increase in glia fibers, which are gathered in dense 
bundles at the same time as the nerve fibers have perished 
(Plate 109, Fig. 2). In multiple sclerosis of the brain 
and cord simple nuclear and protoplasmic stains demon- 
strate considerable increase and enlargement in the glia 
cells, which appear swollen, often provided with two 
nuclei, the cell body giving origin to numerous fibril lse, 
and forming thus the so-called spider cells or astrocytes. 
(Very likely this is an artefact, the fibers not being con- 
nected with the cells.) 

By syringomyelia is understood dilatation of the central 
caual of the spinal cord, which often sends out radiating 
recesses and compresses the substance of the cord* In the 
vicinity of such cavities there is always considerable pro- 
liferation of the glia, often in the form of nodular accu- 
mulations. Simpler dilatation of the central canal, without 
hyperplasia of the glia, is called hydromyelia. 

Tuberculosis of the central nervous system is frequently 
due to extension from the piaarachnoid (tuberculous 
meningoencephalitis and men in go-myelitis) (Plate 105, 
Fig. 2). In addition, there occur also solitary tubercles, 
especially in the brain, which may vary from minute 
masses to caseous deposits the size of a goose egg. The 
microscopic examination shows that it concerns mostly 
conglomeration of single smaller nodules; hence the name 
conglomerate tubercle. Outside the caseous Zone is usually 
a wall of round cells, and around the mass is typical soften- 
ing, recognizable by a wall of large contractile cells loaded 
with detritus (Plate 105, Fig, 2). 

lu the same way syphilis of the nervous system results 
either from direct extension from the meninges (as men- 
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PLATE 110. 

Fig. 1. — Progressive Muscular Atrophy. Freshly isolated, 
unstained fibers. X 300. 1, Atrophic narrow muscle-fibers; 2, 
normal fiber ; 3, fiber filled with fat droplets. 

Fio. 2.— Progressive Muscular Atrophy. X 260. All muscle 
fibers much narrowed, transverse striation not recognizable, nnelei 
proliferated, single narrow fibers changed into so-called muscle tubes 
(1). 



tioned) or as circumscribed gumraous foci with caseous 
centers, mostly encapsulated by sclerotic tissue. 

(Concerning tumors of the central nervous system, see 
" General Pathologic Histology.") 



THE SKELETAL MUSCLES. 

The voluntary muscles consist entirely of striped fibers. The fibers 
are long thread-like cells, which vary in thickness from 10 to 100 
microns. The cells consist of alternating transverse bands of isotropic 
and anisotropic substance and of parallel fibrillae held together in 
groups by sarcoplasm (Cohnheim's fields). Each fiber is surrounded 
by a structureless sheath, the sarcolemma, which is again surrounded 
by a delicate fibrous sheath, the perimysium. The long, oval nuclei 
of the muscle-fibers of man lie in the sarcoplasm under the sarcolemma. 

Degenerations. 

Progressive muscular atrophy is an independent affec- 
tion of the voluntary muscles of unknown etiology. In the 
early stages the macroscopic changes are very insignificant, 
the muscle being only somewhat paler and softer than nor- 
mal. Microscopic sections show a distinct narrowing of 
many fibers, but the most striking feature is the great 
increase in muscle nuclei. Later the striated muscle tissue 
with few, long nuclei is replaced by fibrillar tissue in which 
transverse striations are recognizable only in a few places. 
The fibers contain long, vesicular nuclei arranged thickly 
one after the other ; many fibers are converted into so-called 
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"nuclear tubules," iu which the nuclei are so numerous 
that they touch one another ( Plate 1 10, Fig. 2). The dis- 
tinction between individual cells is no longer clear; in 
many places the small amount of protoplasm about heaps 
of nuclei resembles not a little long-drawn-out giant cells. 
The proliferation of nuclei in muscle-fibers is observed in 
many retrogressive changes : e* g t> iu simple atrophy from 
inactivity, as may be studied in pieces of muscle from the 
slumps of amputations, and also in muscles that are invaded 
by tumors. Usually there is at the same time prolifera- 
tion of the (heed cells in the interstitial tissue, — that is, in 
the perimysial sheaths, — and the muscle-fibers are pressed 
apart. 

As the real muscle substance disappears more and more, 
there is formed a richly nucleated, fibril luted connective 
tissue, which it becomes increasingly difficult and at lust 
impossible to distinguish from the sarcolemma sheaths 
filled with nuclei. Fresh teased preparations from an 
early stage show, in addition to narrowing and nuclear 
proliferation, that occasional fibers art' filled full with fat 
droplets, the transverse striatum and the nuclei being lost 
almost wholly. It is also observed that muscle- fibers dis- 
integrate in a longitudinal direction (" streifige degener- 
ation ") as well as in the transverse diameter, forming 
short segments (the discoid disintegration of Zenker)* 

In stained sections of muscle at this stage there are seen 
also vacuoles corresponding to fat droplets. 

Frequently degeneration and disintegration are associ- 
ated with proliferation of fat tissue in the perimysium ; 
the degenerating or still normal fibers then become pressed 
far apart. Finally, cross-sections show only single islands 
of muscle bundles, between which is a continuous adipose 
tissue 1 (Plate 111, Fig. 1). The transverse section of the 
whole muscle is not diminished, bnt, on the other hand, 
increased by this deposition of fat, while the contractile 
substance in reality is reduced to a minimum (muscular 
pseudohypertrophy). 
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PLATE 111. 

Fig. 1.— Pseudohypertrophic Muscle in Cross-section. 

X 78. 1, Cross-section of persistent fibers ; 2, between the muscle- 
fibers and bundles proliferated fat tissue ; 3, disintegrating fibers filled 
with fat vacuoles. 

Fig. 2.— Hyaline Degeneration off Striated Muscle-fibers in 
Amputation Stump off Thigh. X 70. 1, Normal fibers ; 2, hya- 
line bands and flakes. 



A waxy or hyaline degeneration of muscle occurs in cer- 
tain infectious diseases, especially in typhoid fever, and also 
in smallpox, chronic tuberculosis, and trichinosis. In ty- 
phoid fever the recti abdominis and adductores femoris 
are the muscles involved especially. 

The single muscle-fibers are swollen, and appear in fresh 
specimens as very light, peculiarly glistening bands (Plate 
111, Fig. 2); then a granular appearance develops, the 
transverse striations disappear, and the fibers change into 
strongly refractile scales, which seem to be exceedingly 
fragile. Longitudinal splits and irregular transverse frac- 
tures occur. Thus may be produced larger tears in the 
muscles, accompanied with rupture of larger blood-vessels 
and extensive hemorrhages (muscular apoplexy), as illus- 
trated by the hematoma of the recti abdominalis in typhoid 
fever [and occasionally in other diseases] . 

Fatty degeneration of the skeletal muscles occurs in 
many infectious diseases and intoxications, especially phos- 
phorus- and arsenic-poisoning. Its course is similar to 
that of fatty degeneration of the myocardium (Vol. I, 
p. 20). 

Amyloid degeneration of the skeletal muscles is rare, 
and occurs only in extensive general amyloidosis. As 
elsewhere in the body, it starts in the blood-vessels and 
extends thence to the perimysium and the sarcolemma. 
The muscular fibers undergo a secondary atrophy. In 
the tongue large nodular accumulations of amyloid mate- 
rial may occur. 
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I n flam mat 101 is of Muscles. 

Suppurative myositis may arise from extension or embo- 
lism ; it does not require special histologic description. 
About parasites there frequently develop accumulations of 
round cells in the interstitial tissue, especially in trichino- 
sis, as well as about the Miescher's tubule* (see w General 
Pathologic Histology [Large accumulations of eosin- 
ophile cells are found ill muscles recently invaded by Triehi- 
nella spiralis. — Brown.] 

Chronic interstitial inflammations are characterized by 
proliferation of internal perimysium, and lead to fibrous 
scare and general connective-tissue substitution of the con- 
tractile substance, which slowly undergoes degenerative 
changes (myositis fibrosa produetiva). Frequently ossifi- 
cation of the connective tissue occurs, either locally, as in 
the so-called rider's bone, or more generally, throughout 
whole groups of muscles (myositis ossificans). 

Tuberculosis of the muscles originates either by exten- 
sion from cold abscesses, as in the ilio-psoas muscle and 
from lymphatic glands, or, more rarely, in general miliary 
tuberculosis by embolism. Here may be traced readily 
the transformation into mnltinuclear giant cells of single 
segments of the disintegrating muscles, which are infiltrated 
with numerous nuclei, 



THE SKIN, 

The Skin. — The skin consists of epidermis or entiele and cormui* 
The curium consists of iiitciiacim; emuu eti\e -tissue bundles mixed 
wiib (ine elastic fibers. Two superimposed layers are dLstuij^uishable: 
namely t the stratum papillare, the upper layer, and the stratum retie- 
uhtre, the under layer. The stratum papillare forms conical elevations 
or papilla? , which push the epidermis before (diem. These pupil he 
carry the finer branches of the vessels and nerves as well as certain 
nervous end-organs. The cerium aim contains the cutaneous glands 
and the roots of the hairs. In *he deeper layers of the stratum relic- 
ulare occur fat cells, which in many porta form a continuous fatty 
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PLATE 112. 

Fig. 1.— Pigmentation of the Skin in Addison's Disease. 

X 70. 1, Stratum corneum ; 2, rete Malpighii ; 3, basal layer greatly 
pigmented. 

Fig. 2.— -The Skin in Vitiligo. The margin of a vitiliginous 
spot. X 250. 1, Stratum corneum ; 2, rete Malpighii ; 3, basal layer 
of epithelium normally pigmented up to 4, at which point there is 
sudden discontinuance of pigment. 



tissue — thepanniculusadiposus. The epidermis, which covers all the 
papillae and elevations of the corium, contains two principal layers of 
cells — the stratum Malpighii, or stratum germinativum, and the horny 
layer, or stratum corneum. The stratum Malpighii shows a basal layer 
of cylindrical epithelial cells with oval nuclei ; then a middle layer of 
several strata of polygonal cells, the surfaces of which are joined 
together by short processes or intercellular bridges. Hence these cells 
are known as prickle cells. The upper layers consist of gradually flat- 
tening cells containing numerous granules, which stain deeply with 
hematoxylin, the so-called keratohyaline granules. These granules 
form eleidin, a homogeneous substance, which gives to the succeeding 
cell layers a transparent appearance, on account of which they are 
known as the stratum lucidum. From the drying of the eleidin the 
surface of the stratum corneum becomes covered with flattened and 
horny cells, which are continuously desquamated, to be replaced by 
other cells from below. Even in the white races the epidermis con- 
tains more or less pigment, which in some places — e. g., the scrotum 
and about the anus — is more concentrated. The pigment is found 
especially in the basal layers of the stratum germinativum. 

The cutaneous glands are: (1) The sebaceous glands. They lie 
in the superficial layers of the corium, the stratum papillare, and are 
alveolar glands which generally are closely connected with the hair 
follicles, their ducts usually emptying into the upper third of the hair 
follicle. The glandular cells are cubical in the external parts; in the 
centrally placed strata the cells have a reticular appearance, due to the 
presence of fat droplets. (2) The sweat glands or coil glands. They 
lie in the deeper layers of the corium, the stratum reticulare, and are 
tubular glands, the lower ends of which are coiled up. The cells are 
cubical, situated upon a basement membrane, and contain small gran- 
ules of fat and pigment. The ducts run straight through the corium, 
the course through the epidermis being spiral. 

Of the diseases of the skin, naturally only those will be 
discussed, which have considerable interest anatomically 
and which are met with somewhat frequently at the au- 
topsy table. 
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Anomalies of Pigmentation. 

Increased pigmentation occurs either in circumscribed 
spot* or diffusely, Congenitally marked pigmentation 
may occur not only in the epidermis, but also in the con- 
nective tissue of the cutis ; in the latter ease more particu- 
larly as the so-called moles (birth- marks) or pigmented 
nevi (Plate 113, Fig, 1), Those are often associated with 
a hyperplasia of the papillary body whereby arise the pig- 
O&ented warts or papillomas of the skin. Later in life ab- 
normal pigmentations appear, as the so-called lentiginesor 
as freckles or ephelides. A somewhat lighter pigment is 
seen in xanthelasma or xanthoma and in the spots of chlo- 
asma. 

The latter appear in women during pregnancy, especially 
in the face (chloasma uterinum) or in greatly weakened 
and marantic persons (chloasma eachecticorum), A dif- 
fuse pathologic pigmentation of the skin is caused by me- 
lasma suprarenale, which, with tuberculosis of the adre- 
nals, constitute the symptom-complex of Addison's disease. 
Fine, angular pigment granules are found in continuous 
ami dense rows in the basal layer and in the lower layers 
of the stratum Malpighii of the epidermis (Plate 112, 
Fig, I). The pigment is the so-called melanin, which is 
assumed to be a proteid product containing sulphur. 

Abnormal lack of pigment may occur as a congenital 
anomaly (albinism us), or the pigment disappears from 
various larger and smaller areas of skin later in life, as 
under the influence of nervous conditions (leukopathia). 
A local disappearance of pigment in spots is known as 
vitiligo. The microscopic examination of the spots of 
vitiligo show at the margin that the pigmentatiou of the 
basal layers of the epidermis ceases suddenly (Plate 112, 
Fig. 2). 

Inflammations of the Skin. 

The inflammations of the skin pursue different courses, 
depending upon the nature of the microbic cause and upon 
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PLATE 113. 

Fig. 1.— Naevus Pigmentosus. X "70. 1, Stratum corneum ; 2, 
rete Malpighii elevated by a high papillary body ; 3, concentric epi- 
thelial pearls with hornified cells in the center ; 4, pigment deposits. 

Fig. 2. — Molluscum Contagiosum of the Skin of Dorsum of 
Foot. X 260. 1, Stratum cornenm ; 2, rete Malpighii ; 3, mollus- 
cum bodies ; 4, center of papilla filled with molluscum bodies ; 5, 
keratoh valine granules. 



the seat of the process. The most frequent form, the 
staphylococcus infections, usually start from the cutaneous 
glands, more frequently from the sebaceous glands of the 
follicles, more rarely from the sweat glands. Study of 
the earliest steps in the process shows masses of staphylo- 
cocci l>etween and within the gland cells ; and ducts, as 
well as the sheaths of the liair-roots, contain micro-organ- 
isms. The cocci become surrounded by a dense wall of 
leukocytes, which accumulate more and more, and the 
gland cells and the membrana propria are destroyed. 
The dense accumulation of pus corpuscles extends into 
the adjacent cutis, the collagenous and elastic fibers are 
dissolved, and there is formed a small cavity filled with 
pas — a cutaneous abscess. 

The papillary body of the corium is flattened, often en- 
tirely absent; the epidermis is compressed, tense, and 
bulging. When the process involves only a single gland, 
it is designated as folliculitis ; but when larger areas of 
tissue are infiltrated with pus and softeued, then the con- 
dition is known as furuncle. 

The increasing accumulation of pus cells and the increas- 
ing tension of the walls finally lead to rupture of the ab- 
scess upon the surface, and the pus is evacuated spontane- 
ously. The resulting scar in the cutis usually permanently 
destroys the cutaneous glands and the papillary body, and 
the new epidermis from the margins spreads itself over a 
smooth surface of corium. 

Erysipelas is a diffuse inflammation of the skin caused 
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y streptococci and starting in the cutaneous lymphatic 
channels* The vessels of the cutis and of the subcutane- 
ous tissue become greatly dilated ; in the smaller veins and 
capillaries complete stn-is of tin* ivd cells may result* and 
also fibrin formation, as well as desquamation of the lining 
cells. The cutis and subcutaneous tissue are infiltrated 
with leukocytes, and the adventitial tissue of the vessels 
is filled with lines of pus corpuscles. Round cells may 
accumulate in groups in the septa between the fatty masses 
of the panniculus adiposus. Especially noteworthy is the 
dilatation of the lymphatic vessels between the connective- 
tissue fibers of the cutis ; and frequently they seem to be 
injected, as it were, with accumulations of streptococci. 
After a few days the cellular accumulations disappear; in 
their place arise rounded cavities filled with albuminous 
fluid and cocci in chains, and a marked edematous infil- 
tration of all the layers of the skin results. It is rather 
rare that extensive coagulation takes place in the dilated 
lymph spaces. The papillary lx>dy becomes flattened over 
Urge areas, and the exudation extends to the epidermis 
also and presses the epithelial cells apart or elevates con- 
tinuous lamellae of the various layers. The stratum cor- 
neum especially may be raised up into blisters by large 
accumulations of fluid (erysipelas [vesuailosum et] bul- 
losum). In this form the other cell layers lx-eomc necrotic, 
or at least greatly swollen from dropsical accumulations, 
and even hair follicles and ducts of sebaceous glands may 
lie destroyed. The hairs may be loosened froni the sheaths 
and there mav be extensive falling out of hair after erysipe- 
las (Plate 116, Fig. 1). 

When suppurative inflammations extend to the snlicu- 
taneous tissue and lead to extensive diffuse infiltrations, 
with simultaneous softening of the tissue, the process is 
designated as phlegmon. These suppurations are also 
nearly always caused by streptococci, while the staphylo- 
coccus suppurations generally tend to become circum- 
scribed. The subcutaneous tissue first becomes swollen 



166 



PATHOLOGIC HISTOLOGY. 



PLATE 114. 

Fig. 1.— Lupus Hypertrophicus of the Skin of Forearm. 

X 22- 1? Stratum corneura ; 2, rete Malpighii ; 3, infiltration and 
giant cells in papillary body. 

Fig. 2.— Lupus of Skin of Temple. Gram's stain. X 35. 1, 
Proliferated epithelinm with numerous hornified flakes (2) ; 3, giant 
cells in infiltrated papillary body ; horny masses in some of the giant 
cells. 



from the exudation of serous fluid into its spaces, which 
also contain numerous micro-organisms. The blood-ves- 
sels in such areas are often thrombosed. Gradually the 
serous exudation gives way to a purulent infiltration, 
which is not confined to any one ]>oint, but spreads dif- 
fusely and leads to extensive softening of the tissue. Often 
the upper layers of the corium, including the epidermis, 
are lifted from the subcutaneous tissue. The larger veins 
are often the seat of a thrombophlebitis and complete 
softening of the walls (Plate 116, Fig. 2). 

In the acute exanthematous diseases also inflammations 
develop in the skin. Manifestly it concerns the localization 
of a virus circulating in the blood. The most striking 
changes from the histologic standpoint are seen in variola. 
In the first stage there is a marked serous exudation into 
the stratum Malpighii at the same time as there is marked 
hyperemia and edema of the papillary body. This causes 
a prominence of the affected area, and the smallpox pustule 
develops. Before long a few cells or groups of cells in 
the center of the exudation into the epidermis undergo 
necrosis ; this causes a slight depression of the dome of 
the pustule — the central umbilication which is so charac- 
teristic for smallpox (Plate 115, Fig. 2). Numerous 
leukocytes migrate into the papillary body and the lower 
layer of the epidermis ; the exudation and the necrosis of 
the rete Malpighii continue, leading to complete solution 
of the cells in the stratum germinativum. This leads to 
the formation of a cavity filled with clear fluid at first 
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Tilt* persistence of a few compressed epithelial cells and 
of remnants of cells may so subdivide the cavity as to give 
it ft characteristic spongy appearance. At this time the 
smallpox pustule is at the height of - its development 
(stadium tloritionis). Gradually the fluid is rendered tur- 
bid by the entrance of leukocytes with fragmented nuclei* 
The dividing walls of the cavity are broken through, the 
intra vesicular pressure becomes greater and greater, and 
the umbilication of the pustule may be elevated and 
smoothed out (variola globosa). At last the superficial 
layers of the stratum eorneum rupture, giving the pus free 
exit, and the pustule empties itself (stadium suppuration is). 
The drying of the pus upon the exposed surface covers the 
ulcer with a crust (stadium exsiccationis). Epithelial cells 
at the margins grow in under the crust, which is gradually 
loosened at the same time as the defect is covered* When 
the suppuration has extended into the papillary body and 
led to softening in the upper layers of the corium, connec- 
tive-tissue proliferation and scar formation result, ami 
since the papilla? are not replaced at all, or only imper- 
fectly, there results the smallpox scarring or pitting, of 
small rounded areas or of depressions traversed by a net- 
work of small ridges. The pigment is nearly always lost 
in these scars. 

A special fbftn of BIll&DpOX: is the so-called black small- 
pox, or variola hemorrhagica. The pustule develops 
according to the type described, but the contents consist 
of blood instead of serous fluid. The escape of the red 

blood corpuscles does not seem to depend Upon severe vas- 

cular lesions and ruptures, because injected preparations 
Jo not show the injected mass in the pustules. The blood 
corpuscles evidently pass out from the surrounding vessels 
as the re B u 1 1 o f d i a j )cdc sis. li eft] su p p Li rat io u al so de vc lo j >s 
in the hemorrhagic form, lor there is a marked infiltration 
of the papillary body and the surrounding layers of the 
corium ; but on account of the early death of the patient, 
a typical suppurative stage is not reached. 
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PLATE 115. 

Fig. 1.— Anatomic Tubercle of Finger, y 55. 1, Stntum 

conieum ; 2. granules of keratohyalin in superficial epithelium ; 3> 
rete Malpighii : 4. greatly elongated papilla ; 5, tubercles in papil- 
lary layer with numerous giant cells. 

Fig. 2.— Variolous Pustule in Skin off Back. 1. Stntom 

corneum ; 2, rete Malpighii ; 3. rete Malpighii transformed into a 
Hpongy network the spaces of which contain a few round cells. In 
the cutis cross-sections of hair follicles. 



Anthrax infection of the skin leads to histologic changes 
quite similar to those of variola — the so-called pustula 
maligna. The bacilli enter through the epidermis, either 
by way of small injuries or, as in furuncle, through 
the ducts of the sebaceous glands and the hair folli- 
cles. There is early great increase on the port of 
the Imcilli, which invade the adjacent tissue, especially 
the corresponding papillary body. The papillae and the 
corium are rendered highly congested, densely infil- 
trated with pus corpuscles, and masses of bacilli ap- 
pear in the vessels of the papillae and their vicinity. 
The suppuration extends downward into the subcutaneous 
tissue, and here the process assumes a phlegmonous type. 
The papillary bodies are flattened, the epidermis is made 
tense, and the invasion with anthrax bacilli and infiltra- 
tion with leukocytes cause spots of necrosis in the epider- 
mis, through which the pus may escape. As in variola, 
the stratum Malpighii may show circumscribed cavities in 
consequence of local mortification of prickle cells and 
serous exudation. 

Pemphigus is another disease characterized by early 
serous exudation into the epidermis, and later by the 
accumulation of pus, which leads to the detachment and 
elevation of layers of the skin. If large pustules form, 
the disease is designated as pemphigus foliaceus. 
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Tuberculosis. 

Tuberculosis of the skin occurs either as circumscribed 
nodules in the upper layers of the papillary body, associ- 
ated with hyperplasia of the latter, which gives rise to 
warty outgrowths (tuberculosis verrucosa cutis), or in the 
form of diffuse infiltration of the cor i urn, often associated 
with atypical proliferation of the epithelium of the epider- 
mis (lupus). 

Anatomic tubercle (postmortem wart) is a circumscribed 
tuberculous nodule in the skin caused by a direct inocula- 
tion of tubercle bacilli. The upper layers of the corium 
are the seat of small nodules of epithelioid and giant cells 
surrounded by round-cell infiltration reaching into the papil- 
lary body (Plate 115, Fig. 1 ). The nodules contain tubercle 
bacilli, demonstrable microscopically and by means of ani- 
mal inoculations. At the same time the papilla* become 
extraordinarily long and tall \ the interpapillary epithelial 
processes seem long-drawn-out and extend deeply into the 
skin. Often the surface of the wart-like growth shows 
fissures in the epithelium (tuberculosis verrucosa cutis). 
Occasionally suppuration takes place, evidently due to 
simultaneous or secoudary mixed infection with pus 
microbes. The nodules often disappear sponta neon sly. 

Lupus, the second form of cutaneous tuberculosis, is 
characterized also by the eruption of typical tuberculous 
nodules ; but these are not limited to a small place in the 
skin, but scattered over larger areas. The tubercles are 
situated primarily in the papillary body, and consist nf 
epithelioid and giant cells surrounded by round cells. 
Tubercle bacilli are usually very sparse. Between the 
tubercles there is frequently a diffuse granulation tissue 
throughout the corium, which becomes thick and broad- 
ened, so as to rise above the level the surrounding skin 
(lupus hypertrophieus). The epithelium always partici- 
pates ; it may be the seat of ulcers caused by the enlarge- 
ment of the nodules which rupture externally (lupus 
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PLATE 116. 

Fio. 1.— Erysipelas of the Skin. X 100. Stratum corneum 
desquamated and wholly absent. 1, Stratum Malpighii ; 2, accumu- 
lation of streptococci between the cells of rete ; 4, streptococci in 
cutis ; 3, cutis with groups of leukocytes and rounded spaces filled 
with edematous fluid. 

Fio. 2.— Phlegmon of Subcutaneous Tissue. X 60. 1, Sub- 
cutaneous fat infiltrated with cells ; vessels greatly congested ; 2, ad- 
ventitia of a large thrombotic vein ; 3, slit-shaped remnant of lumen 
of vein ; 4, media infiltrated with leukocytes. 



exulcerans), but tliat is more rare. Usually the nodules 
appear to stimulate the epithelium to increased cellular 
activity, which leads to increased thickness of the rete 
Malpighii, and especially to a proliferation of the cells of 
the stratum granulosum, which consists of numerous layers 
of large polygonal cells covered by a horny layer, many 
times thicker than normal, the surface being the seat of 
extensive desquamation (lupus exfoliativus — Plate 114, 
Fig. 1). In many places the interpapillary epithelial pro- 
cesses send downward long, branching outgrowths, and 
the sections show numerous epidermal islands, in which 
increased transformation of keratohyalin into eleidin leads 
to formation of much horny material. In this way the 
deeper layers of the granulation tissue may come to contain 
extensive, concentrically lamellated, centrally hornified epi- 
thelial masses. This atypical epithelial proliferation must 
be carefully distinguished from carcinoma (see "General 
Pathologic Histology/' "Tumors"). When hornified 
masses from the epithelial proliferations become scattered 
in the granulation tissue, they may be incorporated by 
phagocytic cells, and multi nuclear giant cells may develop 
around the horny material, which acts as a foreign body 
(" foreign body giant cells "). The cells are easily dis- 
tinguished from tuberculous giant cells (Plate 114, Fig. 
2). Especially instructive pictures are obtained by means 
of Grain's stain, which colors the horny material blue. 
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Syphilis of the Skin. 

In the primary stage of syphilis the cutaneous lesion 
consists in the initial sclerosis or hard chancre. A small, 
wart-like, hard growth appears. Usually the epidermis is 
wholly intact, the corium and the papillary body show a 
diffuse infiltration with small cells of the nature of lympho- 
cytes, and the connective-tissue fibers of the corium are 
thick and stiff, often amalgamated into hyaline layers, 
resembling the ground substance of cartilage. The vessels 
frequently show specific changes, all the layers of the walls 
being infiltrated with round cells, the epithelium of the 
intima greatly proliferated, so that much narrowing, and 
even complete closure, may result. 

In the tertiary stage of lues, gummous formations, 
starting in the connective tissue of the cutis, may develop 
in the skin. The center often disintegrates into a fatty or 
mucoid material, leading to softening, rupture, and ulcerat- 
ing surfaces (serpiginous ulcers). 

Leprosy. 

Leprosy causes characteristic changes in the skin con- 
cerning which a few statements may be made. Micro- 
scopic sections usually show that young lepra nodules are 
covered with an intact epidermis. The papillae are cellu- 
lar, in part enlarged, and often obliterated ; in the vicinity 
of the sweat glands, and especially of the vessels and 
nerves, is a dense infiltration of small round cells. Many 
of the larger arteries and veins of the tissue of the cutis 
are obliterated wholly. Dense cellular accumulations take 
place around the Pacinian corpuscles within the limits of 
the leprous nodule. The leprous infiltrations are formed 
mostly by small round cells, and the margins are usually 
ill defined ; toward the center of the nodule the cells 
become larger ; downward, the infiltration, following the 
connective-tissue bands and the vessels, may reach to the 
panniculus adiposus ; and laterally the nodules, without 
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sharp limits, pass into normal tissue. Lepra nodules fre- 
quently contain inultinuclear cells, which probably arise 
from the fixed tissue cells and from the vascular epithe- 
lium* 

The nodules contain the well-known heaps and masses 
of acid-proof leprosy bacilli ; these are often intraeel hilar. 
Later proliferation of the connective-tissue elements of the 
corium causes extensive cicatricial induration of the skin, 
and, as in lupus, these areas may present typical epithelial 
hyperplasia. 

Mo Museum Contagtosum. 

Molluscum contagiosum, or epithelioma contagiosum, is 
a disease of the skin which seems to result from a para- 
sitic invasion of coccidia. Small warty growths are formed, 
with a central depression. The* whole growths consist of 
proliferated prickle cells, which form gland-like or pouch- 
like downgrowths. In the renter of the upper part of the 
proliferation are found the oval, egg-like molluscum bodies, 
which are regarded by some as parasites, but by others as 
degenerated and colloid epithelial cells. In the surround- 
ing layers of the epithelium, and also between them, are 
masses of opaque, angular granidcs of keratohyalin. 

[Blastomycetic Dermatitis, 

This is an interesting chronic inflammatory process in 
the skin caused by organisms belonging to b las torn ycetea 
and oidia. Their botanical position has not yet been 
determined. The clinical features of the disease recall 
now tuberculosis, now syphilis, now carcinoma. The his- 
tologic changes consist of epithelial hyperplasia, infiltra- 
tion of embryonal celK plasma cells, leukocytes, and 
lymphocytes. Giant cells of the tuberculous type are 
frequent. A characteristic feature is the formation of 
small miliary abscesses, often intraepithelial, in which the 
organisms occur more constantly than elsewhere as double- 
contoured, budding, spherical masses.] 
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THE BONES AND JOINTS, 
THE BONES. 

The bones consist of ground substance and of bone cells. The 
ground substance is made up of fibril he, held together by cement, and 
made hard and druse by impregnation with calcareous salts. In the 
ground substance are numerous oval cavities connected with one an- 
other by exceedingly minute canals. The cavities contain the bone 
cells, which send protoplasmic processes into the canals. Bone ia 
formed by calcificat ion of a membranous or cartilaginous ground sub- 
stance. The Inme cells arise from osteoblasts which lie at the side of 
the ground substance and gradually become inclosed by it during the 
process of enk-itieation. The ground substance of compact bone is fur- 
thermore traversed by a system of large canals and spaces, which con- 
tain the nutritive vessels and are called Haversian canals* The bone 
autatonce is arranged as concentric Haversian lamella? around these 
canals. Tlie articular ends of Ixmes are covered by a layer of hyaline 
cartilage of varying thickness. The librons capsules of joints have a 
glistening internal lining — the stratum synovial*, or synovial mem- 
brane. From it project into the joint small villous processes of vascu- 
lar and fatty connective tissue* The synovial membrane is covered 
internally with many layers of flat epithelial cells. 

Rickets. 

The histologic changes hi rickets are quite complicated, 
and they are made clear only by keeping distinct from one 
another the various processes that enter into play. These 
processes art 1 : 

1 . Absence or defect iu the calcification of newly formed 
bono tissue. 

2. Abnormal persistence of non-calcified "osteoid" 
tissue, 

3. Proliferative processes in cartilage, periosteum, and 
bone marrow. 

4* Increased absorption of fully formed bone substance. 

In the diapliyses of the long bones rickets shows itself 
especially by absence of calcification. Ground substance 
is formed as in normal ossification, both periosteal and 
endochondral, but there are marked deviations from the 
normal structure, in that the arrangement of the Haversian 
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PLATE 117. 

Fig. 1.— Rickets in Epiphysis of Rib. X 20- 1, Resting, hya- 
line cartilage, containing a few sprouts from the marrow ; 2, large- 
celled cartilage arranged into irregular groups ; 3, lateral protuberance 
of zone of proliferation ; 4, sprouts from marrow penetrating into car- 
tilage ; 5, displaced trabecule of osteoid tissue ; 6, bone of periosteal 
origin. 

Fig. 2.— Rickets in Epiphysis of Rib. X 90. Details from 
preceding figure. 1, 2, Large-celled cartilage, the cells arranged in 
groups and rows ; 3, trabecule of spongy bone covered with osteoid 
tissue ; 4, sprouts from marrow penetrating cartilage ; 5, osteoclasts. 



lamellae is not regular, there being either too many layers 
or an atypical interlacing. The trabeculae formed by the 
periosteum radiate in a wavy manner as a gradually broad- 
ening band toward the osteoid lamellae of endochondral 
origin. Calcification is usually not wholly absent, but it 
takes in only the central parts of the ground substance, the 
outer layers remaining as osteoid tissue. This explains the 
abnormal pliability of the diaphyses in rickets and the de- 
formities, especially of the lower extremities, that result 
from the action of the body-weight. 

The most characteristic changes are produced at the 
epiphyseal lines of the long bones : i. e., in the territory 
of endochondral ossification. 

As it is at this point that the growth in length of the 
long bones takes place, the phenomena of osteogenesis are 
studied well here, and all disturbances in the growth of 
bones find here ready expression. 

Even macroscopically or by means of a slight magnifi- 
cation characteristic changes may be seen on the fresh-cut 
surface of a moderately rickety epiphysis of a rib. First 
it is seen that the nodular swelling recognized externally 
as the epiphyseal rings (the so-called " rosary of rickets ") 
corresponds to a great broadening of the cartilage border- 
ing upon the bone. Compared with the surface of a nor- 
mal rib, it is found that this part corresponds to the zone 
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of proliferation, — that is, to that area in which the cells of 
the hyaline cartilage arrange themselves in columns, — 
while the ground substance disappears and allows conflu- 
ence of the lacunae. In the rickety epiphysis the arrange- 
ment in the zone of cartilaginous proliferation becomes 
disturbed, the regular rows of cells arc disarranged, and 
the zone of large-celled cartilage is increased both in length 
and breadth. Near the quiescent cartilage arc found 
widened lacunae with two or more cells, but they are ar- 
ranged in single rhomboid or casket-like groups, with but 
little ground substance in their interior, while broad 
bands of ground substance may pass between thein (Plate 
117, Figs, 1 and 2). 

In the normal epiphysis between the border of the zone 
of cartilaginous proliferation and the bone is a fine, yel- 
lowish, transverse line, which the microscope shows to cor- 
respond to a preliminary calcification of the ground sub- 
stance of the large-celled cartilage, a calcification which 
later disappears as bone lamclke are deposited by osteo- 
blasts. 

In the rickety epiphysis the situation is different ; the t 
calcareous deposit is usually very insignificant, and, when 
present to any extent, it occurs in the form of single, ir- 
regularly distributed islands of various extent between the 
groups of cartilage cells, and it does not present any sharp 
limitations either on the side toward the bone or on the 
side toward the hyaline cartilage, but projects irregularly 
into both zones. 

Tiie distinction between the zone of cartilaginous pro- 
liferation and the zone of ossification is normally quite 
linear; the bone trabecule end on a straight line along 
the persisting eartilagi nous ground substance, the transition 
l>i iiiL r sharp ; and the processes of the medullary tissue ex- 
tend into the dilated cartilaginous lacunse to the same 
extent throughout the whole thickness of the epiphysis, 
Comparison with the normal of a section through the epi- 
physis of a rickety rib shows, even ou slight magnification, 
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that the line of junction between the zone of cartilaginous 
proliferation and of ossification is irregular throughout, 
and marked by zigzag projections of bone into the carti- 
lage. Between the projections appear deep defects in the 
cartilage which during life are filled with deep red bone 
marrow. Microscopic sections show that the marrow sends 
pointed prolongations into the cartilage as far down as the 
region of parallel columns of cartilage cells, and sometimes 
even into the quiescent cartilage (Plate 117, Fig. 1 (4 and 
5) and Fig. 2 (4)); that is, through the entire zone of car- 
tilaginous proliferation. 

The marrow also shows quantitative and qualitative 
deviations from the normal. The great increase of red 
blood cells is especially noticeable, a condition which is 
referred partly to an inflammatory condition, partly to 
diminished vitality of the tissue due to the rickety bone 
changes. 

In addition, the bone marrow of rickets contains an 
unusual number of spindle-shaped cells, while the cells 
peculiar to marrow, the myelocytes, are greatly reduced 
in number. 

The bone tissue adjacent to the epiphyseal cartilage 
shows two principal alterations : the spongy trabecule 
formed in the cartilage, as well as by periosteal (peri- 
chondral) ossification, show an increased absorption. In 
the numerous Howship's lacunae lie many giant cells, 
" osteoclasts/' formed probably by the vascular epithelium 
and by osteoblasts. In place of the bone thus absorbed 
there is deposited a substance similar to bone substance in 
structure, but differing from it chemically by the absence 
of lime salts — osteoid tissue. 

The osteoid substance persists as long as the changes of 
rickets are acute. Later it is changed into genuine bone 
by the deposition of lime salts, but by this time extensive 
curvatures of the shafts and bends of the epiphyses may 
have formed. 
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Syphilis. 

Congenital syphilis causes typical changes at the epiphy- 
seal lines of the long bones. These changes have a certain 
similarity to those of rickets, ami the two are not infre- 
quently mistaken for each other. 

As in rickets, ihe junction between the cartilage ami 
the spongy bone is not even, but irregularly zigzag, due 
also to the tlowngrovvtli into the cartilage of prolongations 
from the marrow. The proliferating zone in the cartilage 
appears broadened* though usually not to the same extent 
as in the higher grades of rickets ; the area of large carti- 
lage cells is increased, but in length rather than in width, 
the cartilage cells being arranged not in groups, but in 
rows, and the ground substance frequently appeals swollen 
and softened by mucoid degeneration, so that it runs out 
jelly-like u|>on the cut surface (Plate 118, Fig. 2). 

The zone of calcareous deposition, on the other hand, is 
nnt diminished, as in rickets; on the contrary, it is often 
increased, though not linearly, as under normal conditions, 
but in a zigzag line corresponding to the downgrowths of 
marrow (Plate 118, Fig. 2). 

The most striking changes of osteochondritis syphilitica 
are found in the boue marrow, which appears as a turbid, 
yellowish, often almost puriform mass, consisting of tattily 
degenerated round cells, among which are scattered larger 
and smaller wholly necrotic foci. 

The trabecule of the spongiosa are unusually thin and 
delieate, widely separated, and subjected to an increased 
resorption, but there is not the increased deposition of 
osteoid tissue seen in rickets. On account of the increased 
absorption and of the changes in the marrow, spontaneous 
separations may occur between the shaft and the e piphysis, 
due In the formation between them of an irregular cavity 
filled with a mass like pus. Transverse fissures may 
occur in the softened cartilage beyond the zone of calcifi- 
cation. 

n-12 
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PLATE 118. 

Fig. 1.— Tuberculous Caries of Costal Cartilage. X 100. 

1, Cartilage ; 2, mass of granulation tissue in erosion of cartilage ; 3, 
perichondrium ; 4, tubercle with giant cells (5). 

Fig. 2.— Osteochondritis Syphilitica of Costal Epiphysis in 
Congenital Lues. X 40. 1, Large-celled cartilage ; 2, sprouts from 
marrow entering cartilage in an irregular manner ; 3, preliminary 
calcification (salts largely removed in preparation of specimen); 4, 
trabecule of spongiosa. 



In the tertiary form of acquired syphilis specific changes 
in the bones occur either in the form of chronic, produc- 
tive, ossifying periostitis, or as gummas which extend into 
the cortex from the periosteum. Gummatous nodules may- 
form also in the marrow of the long bones. 

Tuberculosis. 

Tuberculosis of bones and cartilage presents the same 
histologic picture. It is most frequently observed as the 
result of extension from the periosteum and perichondrium 
into the bone and cartilage. There are also tuberculous 
processes in the bones of embolic, hematogenous origin, 
most frequently beginning in the marrow. 

In the first form tubercles with giant cells form in the 
inner layers of the periosteum, the adjacent bone tissue 
being invaded by a more indifferent granulation tissue, 
which often contains giant cells that act as osteoclasts (Plate 
118, Fig. 1). The osteoclasts must be distinguished from 
tuberculous giant cells, with which they have nothing to 
do genetically. The osteoclasts apply themselves to the 
bone lamellae and cause local resorption of the ground sub- 
stance ; the granulation tissue at once penetrates into the 
lacunae, which are widened and deepened, while more and 
more bone is absorbed (rarefying osteitis). Later on, 
tubercles develop secondarily in the granulation tissue. 

It is consequently not the tubercles themselves which 
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lead to absorption (caries) of the bone, but the preceding 
granulation tissue containing osteoclasts. 

Tuberculous chondritis runs a similar course (Plate 118, 
Fig. 1). 

Lacunar absorption of bone lamellae plays an equally 
important part in the ordinary purulent osteomyelitis. 

Osteomalacia. 

Osteomalacia also presents many resemblances to rickets, 
insomuch as it is characterized by solution of the calcare- 
ous salts and softening of the ground substance of pre- 
existing bones, combined with the new formation of osteoid 
non-calcified tissue. 

It seems that in osteomalacia there is always an increased 
apposition of non-calcified lamella) (Pommer). Sections 
of compact bone show, as in rickets, interwoven lamellae 
of osteoid tissue, which are not seen in normal bones, and 
which consequently do not arise by decalcification of pre- 
existing ones, but are newly formed. Furthermore, con- 
tinuous layers of osteoblasts, which have secreted non- 
calcified ground substance, point to the new formation of 
osteoid substance. 

In addition, there is a solution of preexisting bone 
tissue, and this occurs in two ways : 

1. By dilatation of medullary spaces and Haversian 
canals. 

2. By enlargement of the so-called bone corpuscles. 
Sections of the spongy bone substance, in which the 

process extends most rapidly and leads to the most exten- 
sive, even total, softening (sternum, vertebra?), show the 
medullary spaces greatly dilated (Plate 119, Fig. 1). The 
trabecuke are thin and narrow ; often there are only pointed 
projections left, the remnants of septa and bridges between 
the medullary spaces. High powers show the penetration 
of medullary tissue by narrow, tubular spaces in the 
trabecuke, which in many places are partially or wholly 
penetrated by fine canals, into which grow vessels from the 
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PLATE 119. 

Fig. 1. — Osteomalacia. Section of a vertebra. Stained with bleu 
de Lyon. X 80. The trabecule of the spongiosa are much thinned, 
and consist largely of osteoid substance (1), stained blue. Only the 
central parts are calcified (2), stained red ; 3, greatly widened medul- 
lary spaces. 

Fig. 2. — Osteomalacia. From the cortex of ileum ; ground pre- 
paration. X 350. 3, Osteoid substance in concentric lamellae about 
the enlarged Haversian canals (2) ; no bone corpuscles recognizable ; 
1, enlarged and irregular, partly confluent bone corpuscles, the dilated 
canals extending into calcified substance without lamellar structure. 



marrow. The canals dilate gradually, the vascular sprouts 
are surrounded with cells, and the perforating canals be- 
come large spaces. In this process lacunar absorption, 
which is typical in tuberculous canals, and also seen in 
rickets, is generally absent. Lacunae — small depressions 
in the bone — are not present, as a rule, and for this reason 
the giant cells or osteoclasts which cause lacunar resorption 
are also absent. 

By suitable staining methods (Plate 119, Fig. 1) may 
be demonstrated two kinds of substances, even after the 
lime salts have been dissolved out : An outer layer, the 
osteoid tissue, which, though free from lime salts, corre- 
sponds in its general histologic structure to ordinary bone ; 
and an inner layer, which varies in width according to the 
stage of the process, and in which the lime salts originally 
present give a different color with certain stains (red with 
bleu de Lyon, deep blue with hematoxylin, light red with 
picrocarmin and methylene-blue). Very high powers 
show in the osteoid tissue fairly well-preserved bone cor- 
puscles with bone cells, but the fine, tortuous canals, which 
normally unite the bone corpuscles with one another, are 
no longer demonstrable. At the border between the cal- 
cified and non-calcified tissue there are often lines of fine 
granules of lime salts. 

The compact substance is best examined either in fresh 
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sections with the scalpel or by means of ground prepara- 
tions (Plate 119, Fig. 2V 

There is seen a considerable dilatation of the Haversian 
canals, but they are still cylindrical in form. The adja- 
cent bone substance is deprived of lime salts, but shows a 
lamellated structure, the bone corpuscles, however, being 
few or wholly absent. At some distance from the Haver- 
sian canals the calcified bone tissue is still present, but the 
lamellated structure is obscured, and the bone corpuscles 
show a peculiar condition, which is characteristic for osteo- 
malacia. They are crowded together, extraordinarily large, 
and irregular in form* Comparison with a normal speci- 
men shows that there is no absolute increase in number, a 
certain given area does not contain more than normal, but, 
in consequence of their enlargement, they appear more 
closely together. They are no longer regularly spindle- 
formed, but they have assumed atypical and bizarre forms, 
and confluence is not infrequent (Plate 119, Fig. 2, to the 
right). The canalicular processes are also widened, thus 
producing very distinctly the so-called lattice work ("gitter- 
figureu"). The whole process naturally points to increased 
resorption of bone substance. 

The bone marrow commonly shows changes, but these 
are in no sense constant and typical. Most frequently the 
marrow is very rich in blood, and often the other cellular 
elements are proliferated, 

THE JOFNTS. 

Of the diseases of the joints, two may be noted at this 
time as interesting from the histologic standpoint : sero- 
fibrinous inflammation and the joint changes of gout. 

An unite serous articular inflammation associated with 
fibrinous deposits (synovitis or arthromeningitis serofibrin- 
osa) occurs principally iti acute articular rheumatism, in 
inflammations and purulent processes in the vicinity of the 
joints, and also as the result of traumatic infection. The 
joint cavity is filled with a serous exudate, mixed with 



182 



PATHOLOGIC HISTOLOGY. 



PLATE 120. 

Fig. 1.— Synovial Membrane of Knee-joint in Acute Serofi- 
brinous Arthromeningitis. X 170. 1, Connective tissue with 
numerous fibroblasts and accumulations of round cells ; 2, blood- 
vessels filled with leukocytes ; 3, blood-vessels filled with fibrinous 
thrombi. 

Fig. 2.— Arthritis Urica. From articular cartilage of lower 
femoral epiphysis. X 127. 1, Cartilage; 2, dense deposits of urates; 
3, crystals of sodic urate extending into cartilage. 



fibrinous flocculi, and the capsule and synovial membrane 
are edematous and swollen. The inner surface of the 
latter may be covered with a delicate fibrinous layer, the 
threads of which paitly lie on the surface, partly extend 
between the epithelium into the underlying tissue, the 
epithelium after a time being destroyed, just as in fibrin- 
ous inflammation of a serous membrane like the pleura 
(Vol. I, p. 117). The synovial membrane also shows, in 
addition to swelling of the connective-tissue fibers, marked 
multiplication of the fixed cells and a diffuse round-cell 
infiltration, now with lymphocytes, now with leukocytes. 
Spindle-shaped epithelioid cells (fibroblasts) form the prin- 
cipal part of the inner layers. 

The vessels of the synovial membrane, arterial as well 
as venous, are greatly dilated and nearly all filled with 
thrombi of interlacing fibrinous threads mixed with white 
blood cells ; others are densely crowded with white cells 
(Plate 120, Fig. 1). 

When pyogenic agents, as staphylococci, streptococci, 
pneumococci, and gonococci, reach the joint membranes, 
as may occur in pyemia and endocarditis by way of em- 
bolism, then suppuration rapidly develops around the in- 
fectious emboli which oftenest are arrested in the villous 
prolongations. The suppuration may extend to the car- 
tilage and to the bone. Suppurative inflammations may 
extend to the synovial membranes from the bones and 
the marrow. 
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Tuberculosis of the joints is very often associated with 
a sero-fibrinous synovitis, especially in the initial stages, 
but, in addition, there develop typical tubercles. If the 
process extends to the articular cartilages, the substance 
of the latter may undergo metaplasia into mucoid tissue. 

Arthritis Urica. 

In gout there occurs a deposition of urates (calcium and 
sodium), especially into the articular cartilages. Even 
macroscopically the cartilages may present a white cover- 
ing, as if smeared with oil. 

Fresh sections by means of a razor show most clearly 
dense bundles of uratic crystals extending into the carti- 
lages as fine needles. At the outer margin the crystals are 
amalgamated into opaque, in transmitted light almost 
black masses, from which they radiate into the cartilage. 
The lacunae are penetrated, the cells die, and the spaces 
dilate (Plate 120, Fig. 2). 

The deposition of urates in the articular fibrous tissue 
leads to the development of granulation tissue, which usu- 
ally contains a large number of giant cells in consequence 
of the action of the foreign bodies upon the connective 
tissue. 
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Aneurysm, miliary, 151 ; PI. 104 
Angiocholitis tuberculosa, 52 
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tuberculosis, PI. 152 
Bright's disease, second stage, 

97 

Caries, 179; PI. 118 
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Central nervous system, 137. 
See also Nervous srjstcm, cen- 
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Cerebrospinal sclerosis, multiple, 
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Choroid plexus, tuberculosis, 144 
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Contractile cells, 147 
Corium, 161 
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Corpus albicans, 122 
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abscess, 124 
Corpuscles, shadow, 148 
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Cutaneous abscess, 164 

glands, 162 
Cuticle, 161 
Cystitis, 110 
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Decidual cells, 123 
Deiters' cells, 138 
Dendrites, 137, 138 
Dermatitis, blastomycetic, 172 
Discoid disintegration, 159 
Ductuli efferentes, 116 
Dura mater, 138 
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hematoma, 140 
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inflammation, 138 

syphilis, 141 

tuberculosis, 141 
Dysmenorrhea, membranous, 
130 

Eletdin, 162 

Embolic scar, 72; PL 78 

Encephalitis, 153 

neonatorum, 153 
Encephalomalacia, 151 
Endometritis, 127 ; PL 97 

in puerperium, 134 
Endometrium, tuberculosis, 130 
Endosalpingitis, tuberculous, 127 
Ependyma, tuberculosis, 144 



Ephelides, 163 
Epidermis, 162 
Epididymis, 116 

atrophy, 119 

inflammation, 119 

senile atrophy, PL 94 
Epididymitis, 119 
Epiphysis, rickets in, 175; PL 

117 

Epithelioma contagiosum, 172 
Epoophoron, 122 
Erosions, 131 ; PL 96 

follicular, 132 

papillary, 132 

simple, 132 
Erysipelas, 164; PL 116 

bullosum, 165 
Etat crible\ 148 

Excretory urinary passages, 64 

Fat granule cells, 147 
Female genitalia, 121 
Foie cardiaque, 22 
Follicles, 121 

after rupture, 122 
Foramina papillaria, 63 
Freckles, 163 
Furuncle, 164 

Ganglion cells, 138 
Genitalia, female, 121 

male, 115 
Glia tissue, 138 
Gliosis, PL 109 
Glomeruli, 63 

amyloid degeneration, 85; PI. 
82 

capillaries, atrophy, 99 

in chronic nephritis, 95, 97 

in infarcts, 71, 73 

in nephritis, 91 

staphylococci in, PL 90 
Glomerulitis, 92 
Glomerulonephritis, 91; PL 86 

chronic, 97 
Gmelin's bilirubin test, 40 
Gonorrheal tubercle, 119 
Gout, 183; PL 120 
Granule cells, 147 
Gray matter, 137 
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Haversian canals, 173 
Hemosiderin, 149 
Henle's loop, 62, 63 
Hepatitis, acute parenchyma- 
tous, 26; PL 64 

gummous, 53 

syphilitic, 53; PL 71 
Hyaline degenerations, 160; PL 

111 

Hydromyelia, PL 107 
Hydronephrosis, 103 
Hydrosalpinx, 126 
Hymen, 123 

Hyrtl's cortex corticis, 62 

Icteric cylinders, 77 
Icterus, 39 
of kidney, 77 

Jaundice, 39 
Joints, 181 

inflammations, 181 

tuberculosis, 183 

Karyorrhexis, 70 
Keratohyaline granules, 162 
Keratosis uretlira?, 113 
Kidneys, 62 

abscess, embolic, PL 89 

argyria, 77 

atrophy, arteriosclerotic, 103; 

PL 89 
brown, 77 
calcareous salts in, 78 
circulatory disturbances, 64 
cloudy swelling, 80 
conglomerate tubercle in, 106 
contracted, genuine, 100; PL 

88 

secondary, 97 
cyanotic induration, 66; PL 
76 

degenerations, 80 

acute fatty, in pregnancy, 

PL 81 
albuminous, 80 
amyloid, 84; PL 82 
fatty, 82 
glycogen, 84 



Kidneys, degeneration, hyaline, 
of capillary loops, 91 
diphtheria of papilla}, 104 
embolic scar in, 72; PL 78 
exogenous pigments in, 77 
gouty, 76 

hyperemia, passive, 64 ; PL 76 

in acute leukemia, PL 91 

in diabetes mellitus, 84 

in icterus, 77 

in leukemia, 108; PL 91 

in melanosarcoma, 77; PL 80 

in melanuria, 77 

infarcts in, 68 

anemic, 71; PL 77 

bilirubin, 75 

change in size, 71 

depositions and, 74 

from potassium chlorate, 
75; PL 79 

from sodium urate, 76 

hemoglobin, 75 

hemorrhagic, 70; PL 78 

infectious, 74 

malignant, 74 

microbic infection, 73 

mycotic, 74 

new tissue formation in, 72 
silver, 77 

uric acid, 75; PL 79 
inflammations, 86 
large mottled, 96 

white, PL 85 
lead, 103 
pigmentation, 76 
structure, 62 
syphilis, 107 
tuberculosis, 105 

embolic, PL 91 
tumors, 108 
vascular supply, 63 
Kupffer's cells, 18 

Laennec's cirrhosis of liver, 44 
Langerhans' bodies, 59 
Lentigines, 163 

Leptomeningitis, 141; Pis. 100, 
101 

Liver adenomas, 45 
agonal congestion, 21 
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Liver, amyloid, 37 ; PL 65 
anatomy, 17 
anthracosis, 35, 37 
atrophy, 35 

acute, 28; PI. 63 

brown, 21 

cyanotic, 22; PL 61 

red, 22; PL 61 

senile brown, PL 64 

yellow, 28; Pis. 63, 64 
bile ducts in, 19 
cell, 18 

circulatory disturbances, 20 
cirrhosis, 41 

anthracotic, 37 

atrophic, 43,44; PL 66 

bile ducts in, 47 

bivenous, 46 

capsular, 49 

diffuse, Pis. 67, 68 

fatty, 49; PL 66 

hob-nailed, 44 

hypertrophic, 43, 46; Pis. 
67, 68 

insular, 46 

interacinous, 46 

interlobular, 42 

intoxication and, 42 

intraacinous, 46 

intralobular, 42 

Laennec's, 44 

luetic, PL 72 

monocellular, 46 

multilobular, 46 

new elastic tissue in, 48 

obstructive, 41 

perilobular, 46 

syphilitic, PL 71 

umlobular, 46 

venous, 46 
cloudy swelling, 26; PL 64 
congested and fatty, in atro- 
phy, PL 61 
congestion of, passive, 21 ; PL 
61 

with induration, 23 
degenerations, albuminous, 27 

fatty, 34 
diffuse induration, in syphilis, 

55; PL 73 



Liver, dissociation of cells in, 
27 

echinococcus, 55 
alveolaris, 57 ; PL 74 
cysticus, 56; PL 74 
exogenus, 57 

granulosus, 57 
ydatidosus, 56; PL 74 
in dead, 57 
multilocularis, 57 
scolex, 56; PL 74 
unilocularis, 56 
embolic abscess, 25 
fat content in yellow atrophy, 

30 
fatty, 30 
cirrhotic, 49 
of phthisis, 31, 33 
Glissonian-tissue proliferation 

in lues, PL 73 
granular contracted, 44 
gummous, 53 
in icterus, 39 
in leukemia, 49; PL 69 
in pseudoleukemia, 49 
in syphilis in newborn, PL 72 
infarcts, 23 

atrophic red, 23 
infectious granulomas, 50 
infiltration, fatty, PL 62 

glycogenic, 35 
inflammations, suppurative, 
25 

lacing, 35 

lobular marking, 44 
necrosis, 24 

focal, 25 

insular, 25 
nerves, 19 

neuroses, multiple circum- 
scribed, 24; PL 68 
nutmeg, 22 
pseudomarking, 44 
pyknosis in, 34 
regenerative process in, 29 
Strassburger goose, 31 
syphilis, 52 

tuberculosis, 50; PL 70 
vascular system, 19 
zones, 20 
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Lupus, 169 

exfoliatives, 170 

exulcerans, 170 

hypertrophicus, 169; PL 114 
Lutein cells, 122 

Male genitalia, 115 
Malpighian bodies, 62 

in nephritis, 90 

in passive hyperemia, 66 
Marginal bodies, 149 
Marrow in osteomalacia, 181 

in rickets, 176 
Medullary sheath, 138 
Melanin, 163 

Melasma suprarenale, 163 
Meningoencephalitis, 153 

tuberculous, 143 
Mesosalpingitis purulenta, 126 
Metritis, 133 
Moles, 163 

Molluscum contagiosum, 172 ; 
PL 113 

Multiple cerebrospinal sclerosis, 

155; PL 109 
Muscles, inflammations, 161 
skeletal, 158 
anatomy, 158 
degenerations, 158; PL 111 
tuberculosis, 161 
Muscular apoplexy, 160 

atrophy, progressive, 158; PL 
110 

pseudohypertrophy, 159; PL 
111 

Myelin droplets, 146 

sheath, 138 
Myometrium, inflammations, 

134 
Myositis, 161 

fibrosa productiva, 161 

ossificans, 161 

Nephritis, 86 

acute, 84, 86, 88; PL 83 
hemorrhagic, 92 
secondary contraction, PL 
87 

atrophy in, 99 
catarrhal, 90 



Nephritis, chronic, 94 

interstitial, 100; PL 88 
desquamative, 90 
focal interstitial, PL 87 
histologic description, 87 
in infectious diseases, 92 
papillaris caseosa, 107 
parenchymatous, 86, 88; Pis. 
83,84 

secondary contraction, PL 
87 

productive interstitial, 88 
subacute, 94; PL 84 
Nervous system, central, 137 

sclerotic processes in, 155 

syphilis, 157 

tuberculosis, 157 
Neuraxones, 137, 138 
Neurocytes, 137 
Neuroglia, 138 
Nodes of Kanvier, 138 
Nuclear tubules, 159 
Nutmeg liver, 22 

Oophoritis, 123, 124 
Orchitis, 118 

gummous, PL 95 

variolosa, 118 
Os uteri, erosion, PL 96 
Osteitis, rarefying, 178 
Osteochondritis syphilitica, 177; 

PL 118 
Osteoid tissue, 176 
Osteomalacia, 179; PL 119 
Ovary, 123 

anatomy, 121 

inflammation, 123, 124 

tuberculosis, 124 

tumors, 125 
Oviducts, inflammation, 126 
Ovula Nabothi, 132 

Pachymeningitis, 138; PL 99 
Pachymeninx, tuberculosis, 141 
Pancreas, 58 

anemia, 59 

cirrhosis, 62 

fat-necrosis, 59 

fatty degeneration, PL 75 

infectious granulomas in, 61 
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Pancreas, necrosis, 59 ; PI. 75 

pigmentation of cells, 61 

structure, 58 

syphilis, 61 

tuberculosis, 61 
Pancreatic apoplexy, 59 
Panniculus adiposus, 162 
Paracholia, 39 

Paralysis, progressive, 155; PL 
109 

proliferation of glia in, PL 
109 

Parovarium, 122 
Pemphigus, 168 

Periangiocholitis, tuberculous, 
" 52; PL 70 
Pericholangitis, 48 
suppurative, 26 
Perimysium, 158 
Perinephritis, 104 
Peri vitelline space, 122 
Phlegmon, 165; PL 116 
Pia mater, 141 

inflammation, 141 ; Pis. 100, 
101 

syphilis, 144; PL 101 
tuberculosis, 143; PL 101 
Pigment of blood in brain hem- 
orrhage, 149 
Pigmented nevi, 163; PL 113 
Plaques iaunes, 151 
Plexus choroidei, 137 
Poliomyelitis, acute anterior, 
154 
chronic, 155 
Porencephaly, 155 
Portal vein, mycotic, suppura- 
tive embolic thrombosis, PL 
69 

Porto cervicalis erosivi, 132 
Postmortem wart, 169; PL 115 
Prickle cells, 162 
Prostate, 116 

abscess, 117 

anatomy, 115 

concrements in, 116 

hypertrophy, 117; PL 93 

inflammation, 117 

tuberculosis, 116, 117 

tumors, 117 



Pustula maligna, 168 

Pyelonephritis, ascending sup- 
purative, PL 90 

Pyelonephrosis, 104 

Pylethrombophlebitis, mycotic, 
PL 69 

Pyosalpinx, 127 

Ranvier's nodes, 138 
Rickets, 173; PL 117 
Rider's bone, 161 
Rosary of rickets, 174 
Russell's bodies, 34 

Sactosalpinx purulenta, 127 

serosa, 126 
Salpingitis isthmica nodosa, 126 

pseudofollicularis, 126 

tuberculous, 127; PL 98 
Sarcolemma, 158 
Sarcoplasm, 158 
Schwann's sheath, 138 
Sclerosis, 155 
Sebaceous glands, 162 
Seminiferous tubules, 115 
Serpiginous ulcers, 171 
Sertoli's cells, 116 
"Shadow" corpuscles, 148 
Skeletal muscles, 158. See also 

Muscles. 
Skin, 161 

anatomy, 161 

anomalies of pigmentation, 

163 
anthrax, 168 
glands, 162 

in Addison's disease, PL 112 
in variola, 166; PL 115 
in vitiligo, 163; PL 112 
inflammations, 163 
leprosy, 171 
lupus, PL 114 
syphilis, 171 

tuberculosis, 169; PL 115 
Smallpox, 166; PL 115 

black, 167 
Spermatids, 116 
Spermatocytes, 116 
Spermatogonia, 116 
Spermatozoa, 116 
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Spider cells, 150, 157 
Spinal column, degeneration, 
PL 106 
softening in horn, PL 106 
cord, 145 

anatomy, 137 
hemorrhage, 145 
syphilis, 141 
Stadium exsiccationis, 167 
floritionis, 167 
suppurationis, 167 
Stellate cells of liver, 18 
Stratum corneum, 162 
germinativum, 162 
lucidum, 162 
Malpighii, 162 
papillare, 161 
synoviale, 173 
reticulare, 161 
Streifige degeneration, 159 
Struma lipomatodes renis aber- 

rata, 109 
Sweat glands, 162 
Syncytioma, malignant, 135 
Synovial membrane, 173 
in inflammation, 182 
Synovitis, 181 ; PL 120 
Syringomyelia, 155, 157 

Tabes dorsalis, 156; Pis. 106- 
108 

marginal zones of posterior 
columns in, PL 108 
Tela superior, 137 
Testes, anatomy, 115 
Testicles, 118 

atrophy, 119; PL 94 
inflammation, 118 
proliferations, 119 

of interstitial cells, PL 94 
syphilis, 121 

tuberculosis, 120; PL 95 
Testis, mediastinum, 115 
Theca folliculi, 122 
Trypsin, 58 

Tubercle, anatomic, 169; PL 115 
Tuberculosis verrucosa cutis, 169 
Tubes, 125 

anatomy, 122 

hemorrhages, 125 



Tubes, hypertrophy, 126 

inflammation, 125 

tuberculosis, 127 
Tubuli contorti, 116 

recti, 116 

seminiferi, 115 
Tunica albuginea, 115 

vasculosa, 115 

Urethra, 112 
in gonorrhea, 112 
tumors, 113 
Urethritis. 112 
Urinary bladder, 110 
in leukemia, 111 
necrosis, 110 
tuberculosis, 111 
tumors, 111 
epithelium, icterus, PL 80 
organs, 62 

passages, excretory, 64 
Uriniferous tubules, 62, 63 

calcareous infiltration c 

epithelium, PL 83 
in acute hemorrhagic neph 
ritis, 93 
nephritis, 89 
in fatty degeneration, 83 
in infarcts, 71, 74 
isolated, in cloudy swelling 
PL 80 
Uterus, 127 

adenomyoma, 135 
anatomy, 122 
decidual remains in, PL 96 
hyperplasias, 127 
hypertrophy, 127 
inflammations, 127 
muscle-cells, 135 
puerperal involution, 134 
tumors, 135 
Utricular glands, 123 

Vagina, 136 

anatomy, 123 

catarrh, 136 

inflammations, 136 

tuberculosis, 137 
Variola, 166; PL 115 

hemorrhagica, 167 
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Vas deferens, 116 

efferens, 63 
Vena centralis, 17 
Verheyen's pyramids, 62 
Vitiligo, 163; PL 112 
Voluntary muscles, 158. See 

also Muscles, skeletal. 

Wart, postmortem, 169; PL 115 



White matter, 137 

Xanthelasma, 163 
Xanthoma, 163 

Zona fascicularis, 114 
glomerulosa, 114 
reticularis, 114 

Zymogen, 58 
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CHAP1N ON INSANITY, 

A Compendium of Insanity, By John B, Chapin, M. D., LL.D.. Phy- 
sician in -Chief. Pennsylvania Hospital for the Insane; Honorary Member 
of the Medico- Psychological Society of Great Britain, of the Society of 
Mental Medicine of Belgium, etc. i2mo, 234 pages, illustrated. Cloth, 
£1.25 net. 

CHAPMAN'S MEDICAL JURISPRUDENCE AND TO X I CO LOG Y * 
Second Edition, Revised. 

Medical Jurisprudence and Toxicology, By Henry C. CHAPMAN. M. D„ 
Professor of Institutes of Medicine and Medical jurisprudence, Jefferson 
Medical College of Philadelphia. 254 pages, with 55 illustrations and 3 
full-page plates in colors. Cloth, £1.50 net. 

CHURCH AND PETERSON'S NERVOUS AND MENTAL DIS- 
EASES. Third Edition, Revised and Enlarged. 

Nervous and Mental Diseases. By ARCHIBALD CHUTtCH, hi. D., Pro- 
fessor of Nervous and Mental Diseases, and Head of the Neurological 
Department, Northwestern University Medical School, Chicago; and 
I ki in kii k Pi ikk M. 1> , Oiiefof Clinic, Nervous Department, Col- 
lege of Physicians and Surgeons, New York. Handsome octavo volume of 
875 pages, profusely illustrated. Cloth, $5.00 net j Sheep or Half Morocco. 
$6.00 net. 

CLARKSON'S HISTOLOGY. 

A Text-Book of Histology* Descriptive and Practical . By Arthur CLARK- 
son, M t B., C. M. Edin., formerly Demonstrator of Physiology in the Owen's 
College. Manchester; late Demonstrator of Physiology in Yorkshire College, 
taeds. Large octavo. 554 pages ; 22 engravings and 174 beautifully colored 
original illustrations. Cloth, &4.00 net 

COR WIN'S PHYSICAL DIAGNOSIS. Third Edition, Revised. 

Essentials of Physic 1! Im - , 1 t 1 lie Thorax, By Arthur M. Corwin, 
A» M. t M. D„ Instructor in Physical Diagnosis in" Rush Medical College. 
Chicago. 210 pages, illustrated. Cloth. 51.25 net. 

CROOKSHANK'S BACTERIOLOGY. Fourth Edition, Revised. 

A Text-Hook of Bacteriology. By Eugar M. Crgorshank, M. H., Pro- 
fessor of Comparative E\ithology and Bacteriology, Kind's College. LondOft. 
Octavo, 700 pages, 273 engravings and 22 original colored plates. Cloth. 
$6.50 net ; Half Morocco, $7,50 net. 

DACOSTA'S SURGERY. Third Edition, Revised* 

Modern Surgery, General and Operative. By John CHALMERS DaCosta. 
M. D., Professor of Principles of Surgery and Clinical Surgery. Jefferson 
Medical College, Philadelphia; Surgeon to the Philadelphia Hospital, etc. 
Handsome octavo volume of tit7 pages, profusely illustrated Cloth. »o 
net ; Sheep or Half Morocco, $6 .00 net. 

Enlarged by over aoo Pages, with more than 100 New Illus- 
trations. 
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DAVIS'S OBSTETRIC NURSING- 

Obstetric and Gynecologic Nursing. By Edward P. Davis, A, M., M.D, T 
Professor of Obstetrics in Jefferson Medical College and the Philadelphia 
Polyclinic; Obstetrician and Gynecologist to the Philadelphia Hospital. 
\i\wo volume of 400 pages, fully illustrated. Crushed buckram, £1.75 net. 

DE SCHWEINITZ ON DISEASES OF THE EYE* Third Edi- 
tion, Revised. 

Diseases of the Eve. A Handbook of Ophthalmic Practice. By G, E. 
DE SCHWEINITZ, M. D., Professor of Ophthalmology. Jefferson Medical 
College, Philadelphia, etc. Handsome royal octavo volume of 606 pages; 
256 fine illustrations and 2 chromodithographic plates. Cloth, £4,00 net; 
Sheep or Half Morocco, #5.00 net. 

DORLAND'S DICTIONARIES, 

[See Amtrkau tttttstrnttd Medical Dictionary and American 
IWktt Afedkx.il DittioHiiry on page 3,] 

BORLAND'S OBSTETRICS. Second Edition, Revised and 
Greatly Enlarged. 

Modern Obstetrics. By W. A. NEWMAN Dor LAND, M. D., Assistant 
Demonstrator of Obstetrics, University of Pennsylvania; Associate in Gyne- 
cology, Philadelphia Polyclinic. Octavo volume of 797 pages, with aor 
illustrations. Cloth, $\.6o net. 

EICHHORST'S PRACTICE OF MEDICINE, 

A Text- Book of the Practice of Medicine. By DR. HERMAN ElCHHORST, 
Professor of Special Pathology and Therapeutics and Director of the Medi- 
cal Clinic, University of Zurich. Translated and edited by AUGUSTUS A, 
EsHNKR, M.D., l*rofes5or of Clinical Medicine, Philadelphia Polyclinic. 
Two royal octavo volumes, 000 pages each, 150 illustrations. Per set : 
Cloth, jjo.oo net; Sheep or Half Morocco, £7,50 net. 

FRIEDRICH AND CURTIS ON THE NOSE, THROAT, AND 
EAR. 

Rhlnology, Laryngology, and Otology, and tmir Significance in General 
Medicine, By DR. E. P. FrIEDriCH, of Leipzig. Edited by H. HoLBROOK 
Curtis, M. D., Consulting Surgeon to the New York Nose and Throat Hos- 
pital. Octavo, 348 pages. Cloth, #2.50 net. 

FROTHINGM AM'S GUIDE FOR THE BACTERIOLOGIST. 

Laboratory Guide for the Bacteriologist. By Lancdon Frutiuncham. 
M. D. V., Assistant in Bacteriology and Veterinary Science, Sheffield Scien- 
tific School, Yale University, Illustrated. Cloth. 75 cts. net 

GARRKGUES' DISEASES OF WOMEN, Third Edition, Re- 
vised. 

Diseases of Women, By HENRY J. GarrtgUES, A. M„ M. D„ Gynecolo- 
gist to St. Mark's Hospital and to The German Dispensary, New York City. 
Octavo, 756 pages, with 367 engravings and colored plates. Cloth, $4.50 
net ; Sheep or Half Morocco. S5.50 net. 
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GOULD AND PYLE'S CURIOSITIES OF MEDICINE. 

Anomalies and Curios ties of Medicine. By GSORGB M T Ooljlu, M.D., 
and WALTER L. P\'L£, M. D. An encyclopedic collection of rare and ex- 
traordinary casts and of the most sinking instances of abnormality in all 
hraneht'S of Medicine and Surgery, derived from an exhaustive research nt 
medi al literature from its origin to the present day, abstracted, classified, 
annotated, and indexed. Handsome octavo volume of 90S pages; 295 en- 
gravings ami 1 a full- page plates, Popular lidilion. Cloth t $3-oc*net . sheep 
or Half Morocco £4.00 net. 

GRAFSTROM'S MECHANO-THERAPY* 

A Text-Book of Mechano Therapy (Massage and Medical Gymnastics), 
liy AXELV. Grafstrom, B, Sc., M, D., late House Physician, City Hos- 
p tal, Blickwell's Island, New York. lamo, ijy pages, illustrated. Cloth. 
$1.00 net. 

GRIFFITH ON THE BABY* Second Edition, Revised. 

The Care of the Baby, By J. P. CKUZEK GRIFFITH, M. D M Clinical Pro- 
fessor of Diseases of Children, University of Pennsylvania ; Physician to the 
Children s Hospital, Philadelphia, etc, i2mo. 404 pages, 67 illustrations 
and 5 plates. Cloth, $1.50 net. 

GRIFFITH'S WEIGHT CHART. 

Infant's Weight Chart. Designed by J. P. CrozER GRIFFITH, M. D., 
Clinical Professor of Diseases of Children, University of Pennsylvania. 2^ 
charts in each pad. Per pad, 50 els. net, 

HART'S DIET IN SICKNESS AND IN HEALTH, 

Diet in Sickness and Health. By Mrs, Ernest HAKT, formerly Stude 
of the Faculty of Medicine of Paris and of the London School of Medicin 
for Women; with an Introduction by Sir HENRV THOMPSON, F. R. 
M- D., London. 220 pages. Cloth, $1.50 net. 

HAYNES' ANATOMY, 

A Manual of Anatomy. By Irvink S, Haynes, M, D m Professor of Prac- 
tical Anatomy in Cornell Univenity Merlirai College, 6S0 pages; 42 dia- 
grams and 134 full-page halftone illustrations from original photographs of 
the author's dissections, Cloth, $2.50 net. 

HEISLER'S EMBRYOLOGY. Second Edition, Revised. 

A T*«vt llonk of Embryology. By [<HIN C. HEISLFR, M. D,, Professor of 
Anatomy, M11 lico-Cliirurgical College, Philadelphia, < Jctavo volume 0(405 
pages, handsomely illustrated. Cloth, $2.50 net. 

HIRST'S OBSTETRICS. Third Edition, Revised and Enlarged. 

A Text- Book of Obstetrics* By BARTON CoOKl HtRsT, M . D., Professo 
of Olisietrics, University of Pennsylvania H mdsome octavo volume - 
873 pages, 704 illustrations, 36 of them in colors. Cloth, $$ h oo net ; Shee 
or Half Morocco, $6,00 net. 
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HYDE & MONTGOMERY ON SYPHILIS AND THE VENEREAL 
DISEASES, ad Edition, Revised and Greatly Enlarged. 

Syphilis and the Venereal Diseases. By James Nevins Hyde, M. D., Pro- 
fessor of Skin and Venereal Diseases, and Frank H. Montgomery, M. D., 
Associate Professor of Skin, Genito-Urinary, and Venereal Diseases in Rush 
Medical College, Chicago, 111. Octavo, 594 pages, profusely illustrated. 
Cloth, $4.00 net. 

THE INTERNATIONAL TEXT-BOOK OF SURGERY. In Two 
Volumes. 

By American and British Authors. Edited by J. COLLINS WARREN, M. D., 
LL. D., F. R.C. S. (Hon.), Professor of Surgery, Harvard Medical School, 
Boston ; and A. Pearce Gould, M. S., F. R. C. S., Lecturer on Practical 
Surgery and Teacher of Operative Surgery, Middlesex Hospital Medical 
School, London, Eng. Vol. I. General Surgery. — Handsome octavo, 947 
pages, with 458 beautiful illustrations and 9 lithographic plates. Vol. II. 
Special or Regional Surgery. — Handsome octavo, 1072 pages, with 471 
beautiful illustrations and 8 lithographic plates. Sold by Subscription. 
Prices per volume : Cloth, $5 .00 net : Sheep or Half Morocco, $6.00 net. 
" It is the most valuable work on the subject that has appeared in some years. The 
clinician and the pathologist have joined hands in its production, and the result must be a 
satisfaction to the editors as it is a gratification to the conscientious reader." — Annals of 
Surgery. 

" This is a work which comes to us on its own intrinsic merits. Of the latter it has 
very many. The arrangement of subjects is excellent, and their treatment by the different 
authors is equally so. What is especially to be recommended is the painstaking endeavor 
of each writer to make his subject clear and to the point. To this end particularly is the 
technique of operations lucidly described in all necessary detail. And withal the work is up 
to date in a very remarkable degree, many of the latest operations in the different regional 
parts of the body being given in full details. There is not a chapter in the work from which 
the reader may not learn something new." — Medical Record, New York. 

JACKSON'S DISEASES OF THE EYE. 

A Manual of Diseases of the Eye. By Edward Jackson, A. M., M. D., 
Emeritus Professor of Diseases of the Eye, Philadelphia Polyclinic and Col- 
lege for Graduates in Medicine. i2mo, volume of 535 pages, with 178 illus- 
trations, mostly from drawings by the author. Cloth, #2.50 net. 

KEATING'S LIFE INSURANCE. 

How to Examine for Life Insurance. By JOHN M. KEATING, M. D., Fellow 
of the College of Physicians of Philadelphia ; Ex- President of the Association 
of Life Insurance Medical Directors. Royal octavo, 211 pages. With 
numerous illustrations. Cloth, $2.00 net. 

KEEN ON THE SURGERY OF TYPHOID FEVER. 

The Surgical Complications and Sequels of Typhoid Fever. By Wm. W. 
Keen, M. D., LL.I).. F, R. C.S. (Hon.), Professor of the Principles of Sur- 
gery and of Clinical Surgery, Jefferson Medical College, Philadelphia, etc. 
Octavo volume of 386 pages, illustrated. Cloih, $3.00 net. 

KEEN'S OPERATION BLANK. Second Edition, Revised Form. 

An Operation Blank, with Lists of Instruments, etc. Required in Various 
Operations. Prepared by W. W. Keen, M. D., LL.D., F. R. C. S. (Hon.), 
Professor of the Principles of Surgery and of Clinical Surgery, Jefferson 
Medical College, Philadelphia. Price per pad,- of 50 blanks, 50 cts. net. 
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KYLE ON THE NOSE AND THROAT, Second Edition. 

Diseases of the Nose and lliroat. By D. BRADEN KYLE, M, D„ Clinical 
Professor of Laryngology and Rhinology, Jefferson Medical College, Phila- 
delphia. Octavo, 646 pages; over 150 illustrations and 6 lithographic plates. 
Cloth, $4,00 net ; Sheep or Half Morocco, $5.00 net. 

LAINE'S TEMPERATURE CHART. 

Temperature Chart. Prepared by D, T. Laine, M,D. Sijse 8x1374 
inches. A conveniently arranged Chart for recording Temperature, with 
columns for daily amounts of Urinary and Fecal Excretions, Food> Re- 
marks, etc* On the back of each chart is given the Brand treatment of 
Typhoid Fever. Price, per p;id of 25 charts. 50 cts. net. 

LEVY, KLEMPERER, AND ESHNER'S CLINICAL BACTERI- 
OLOGY. 

The Elements of Clinical BacU.Tiol.jgy, By Dr. Ernst Levy. Professor 
in the University of Strasburg. and Dr, FELIX KL.EMPEREK, Privatdocent 
in the University of Strasburg. Translated and edited by AUGUSTUS A. 
Eshner, M. D., Prolessor of Clinical Medicine, Philadelphia Polyclinic* 
Octavo, 440 pages, fully illustrated* Cloth, $2,50 net. 

LOCKWOOD'S PRACTICE OF MEDICINE. Second Edition, 
Revised and Enlarged, 

A Manual of the Practice of Medicine. By GEORGE Roe LorKWOOD, 
M. D. t Professor of Practice in the Women's Medical College of the New 
York Infirmary, t ic, 

LONG'S SYLLABUS OF GYNECOLOGY* 

A Syllabus of Gynecology, arranged in Conformity with *'An American 
Texi-Book of Gynecology/' By J. W* Long, M. D., Professor of Dis- 
eases of Women and Children, Medical College of Virginia, etc. Cloth, 
interleaved, $1.00 net, 

MACDONALD'S SURGICAL DIAGNOSIS AND TREATMENT. 

Surgical Diagnosis and Treatment, By J. W. Macoonalo, If, D + Edin., 
F. R. C. S. Edin,. Professor of Practice of Surgery and Clinical Surgery, 
Hamline University. Handsome octavo, 800 pages, fully illustrated. Cloth, 
R5.00 net; Sheep or Half Morocco, $6.00 net. 

MALLORY AND WRIGHT'S PATHOLOGICAL TECHNIQUE, 
Second Edition, Revised and Enlarged. 

Pathol, "^irnl Technique. A lYir-tiral Mann d for laboratory Work in 
Pathology. Haeteriolugy, and Morbid Anillomy, Willi r.liaptcrs on Pn~t- 
Mortem Technique and the Performance of Autopsies. By Frank B. 
Mallory, A.M., M. D, Assistant Professor of Pathology, Harvard Uni- 
versity Mediral Selmot, Boston; and J AMES tf. WRIOHT. A. M.,M.D., 
instructor in Pathology, Harvard University Medical School, Boston. 

McFARLAND'S PATHOGENIC BACTERIA. Third Edition, 
increased in size by over 100 Pages. 

Text-Book upon the Pathogenic Bacteria, By Joseph McFariand, 
M D., Professor of Patthofogy a "d Bacteriology . Medico-Chirurgical CoU 
lege of Philadelphia, etc. Octavo volume of 621 pages, finely illustrated, 
doth, 53 35 
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MEIGS ON FEEDING IN INFANCY. 

Feeding in Early Infancy. By ARTHUR V. Meigs, M. D. Bound in limp 
cloth, flush edges, 25 cts. net. 

MOORE'S ORTHOPEDIC SURGERY. 

A Manual of Orthopedic Surgery. By James E. Moore, M. D. t Professor 
of Orthopedics and Adjunct I'rofessor of Clinical Surgery, University of 
Minnesota, College of Medicine ind surgery. Octavo volume of 356 pages, 
handsomely illustrated. Cloth, $2.50 net. 

MORTEN'S NURSES' DICTIONARY. 

Nurses' Dictionary of Medical Terms and Nursing Treatment. Containing 
Definitions of the Principal Medical and Nursing Terms and Abbreviations; 
of the Instruments, Drugs, Diseases, Accidents. Treatments, Operations, 
Toods, Appliances, etc. encountered in the ward or in the sick-room. By 
Honnor Morten, author of" How to Become a Nurse," etc. i6mo, 140 
pages. Cloth, $1.00 net. 

NANCREDE'S ANATOMY AND DISSECTION. Fourth Edition. 

Essentials of Anatomy and Manual of Practical Dissection. By CHARLES 
B. Nancrkdk, M. D.', LL.D., Professor of Surgery and of Clinical Surgery, 
University of Michigan, Ann Arbor. Post-octavo, 500 pages, with full-page 
lithographic plates in colors and nearly 200 illustrations. Extra Cloth (or 
Oilcloth for dissection-room), $2.00 net. 

NANCREDE'S PRINCIPLES OF SURGERY. 

Lectures on the Principles of Surgery. By CHARLES B. NANCREDE, M. D., 
LL.D,, Professor of Surgery and of Clinical Surgery, University of Michigan, 
Ann Arbor. Octavo, 398 pages, illustrated. Cloth, $2.50 net. 

NORRIS'S SYLLABUS OF OBSTETRICS. Third Edition, 
Revised. 

Syllabus of Obstetrical Lectures in the Medical Department of the University 
of Pennsylvania. By Richard C. Norris, A.M., M. D., Instructor in 
Obstetrics and Lecturer on Clinical and Operative Obstetrics, University 
of Pennsylvania. Crown octavo, 222 pages. Cloth, interleaved for notes, 
$2.00 net. 

OGDEN ON THE URINE. 

Clinical Examination of the Urine and Urinary Diagnosis. A Clinical Guide 
for the Use of Practitioners and Students of Medicine and Surgery. By J. 
Bkr(;kn Oc.dkn, M. D., Instructor in Chemistry, Harvard University Med- 
ical School. Handsome octavo, 416 pages, with 54 illustrations, and a num- 
ber of colored plates, ('loth, $3.00 net. 

PENROSE'S DISEASES OF WOMEN. Fourth Edition, Revised. 

A Text-Book of Diseases of Women. By CHARLES B. PENROSE, M. D., 
PH. D., formerly Professor of Gynecology in the University of Pennsylvania. 
Octavo volume of 538 pages, handsomely illustrated. Cloth, $3.75 net. 
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PRYOR— PELVIC INFLAMMATIONS, 

The Treaiment of Pelvic Inflammations through the Vagina. By W. 

PRVOR, ML D„ Professor of Gynecology, New York Polyclinic, 12 mo, 248 
pa^es. handsomely illustrated, Cloth, $2.00 net. 

PYES BANDAGING, 

Elementary Ltondaging and Surgical Dressing. With Directions concerning 
the Immediate Treatment of Cases of Emergency, By WALTER PYE, 
¥. R, C, S., late Surgeon to St. Mary's Hospital, London, Small l2mo, 
over 80 illustrations. Cloth, flexible covers, 75 cts. net. 

PYLE'S PERSONAL HYGIENE, 

A Manual of Personal Hygiene. Proper Living upon a Physiologic Basis. 
Edited by WALTER L, PVLE, M. D ., Assistant Surgeon lo the Wills Eye 
Hospital/ Philadelphia. Octavo volume of 344 pages, fully illustrated. 
Cloth. $t.$a net. 

RAYMOND'S PHYSIOLOGY, Second Edition, Revised and 
Greatly Enlarged. 

A Text-Book of Physiology. By JOSEPH 11. Raymond, A. M. p M. D.. Pro- 
fessor of Physiology and Hygiene and lecturer on Gynecology in the Long 
Island College Hospital. 

SALINGER AND KALTEYER'S MODERN MEDICINE. 

Modern Medicine. By JlTUUS L, Salinuer, M.D,, Demonstrator of 
Clinical Medicine, Jefferson Medical College; and F. J, Kai.tkybk, M.D„ 
Assistant Demonstrator of Clinical Medicine, Jefferson Medical College. 
Handsome octavo, 801 pages, illustrated. Cloth. $4.00 net, 

SAUNDBY'S RENAL AND URINARY DISEASES, 

Lectures on kenal and Urinary Diseases. By ROBERT Sai. t NDRY, M, D. 
Ediu . Fellow of the Royal College of Physicians, London, and of the Royal 
Medico-Chirurgical Society; Professor of Medicine in Mason College, Bir- 
mingharn, etc. Octavo, 434 pages, with numerous illustrations and 4 colored 
plates* Cloth, £ 2 £0 net. 

SAUNDERS* MEDICAL HAND- ATLASES- See pp, 16 and 17. 

SAUNDERS' POCKET MEDICAL FORMULARY. Sixth Edi- 
tion, Revised. 

By Wll.l.tAM M. I 'dwell, M. D., nuihor of ,l Essentials of Diseases of 
Children" ; Member of Philadelphia Pathological Society. Containing 1S44 
formula* from the best -known authorities. With nn Appendix containing 
Posological Table, FormuUe and Doses for Hypodermic Medication, 
Poisons and their Antidotes, Diameters of the Female Pelvis and Fetal 
Head, Olmtelrienl Table. Diet List for Various Diseases, Materials and 
Drugs used in Antiseptic Surgery Treatment of Asphyxia from Drowning. 
Surgical Kemcmbrancer, Tables of Incompntibles, Eruptive Fevers, etc., 
etc. Handsomely hound in flexible morocco, with side index, wallet, and 
flap. $2,00 net. 



SAUNDERS* QUEST10N-COMPENDS. See pages 14 and 15- 
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SCUDDER'S FRACTURES. Second Edition, Revised. 

The Treatment of Fractures. By Chas L. Scudder, M. D., Assistant in 
Clinical and Operative Surgery, Harvard University Medical School. Oc- 
tavo, 433 pages, with nearly 600 original illustrations. Polished Buckram, 
$4.50 net ; Half Morocco, #5.50 net. 

SENN'S GENITO-URINARY TUBERCULOSIS. 

Tuberculosis of the Genito-Urinary Organs, Male and Female. By Nich- 
olas Senn, M. D., Ph. D., LL.D., Professor of the Practice of Surgery and 
of Clinical Surgery, Rush Medical College, Chicago. Handsome octavo 
volume of 320 pages, illustrated. Cloth, #3.00 net. 

SENN'S PRACTICAL SURGERY. 

Practical Surgery. By Nicholas Senn, M. D., Ph. D., LL.D., Professor 
of the Practice of Surgery and of Clinical Surgery, Rush Medical College, 
Chicago. Handsome octavo volume of 1200 pages, profusely illustrated. 
Cloth, 36.00 net ; Sheep or Half Morocco, $7.00 net. By Subscription. 

SENN'S SYLLABUS OF SURGERY. 

A Syllabus of Lectures on the Practice of Surgery, arranged in conformity 
with "An American Text-Book of Surgery." By NICHOLAS Senn, M. D., 
Ph.D., LL.D., Professor of the Practice of Surgery and of Clinical Surgery. 
Rush Medical College, Chicago. Cloth, $1.50 net. 

SENN'S TUMORS. Second Edition, Revised. 

Pathology and Surgical Treatment of Tumors. By NICHOLAS SENN, M. D., 
PH.D., LL.D., Professor of the Practice of Surgery and of Clinical Surgery, 
Rush Medical College, Chicago. Octavo volume of 718 pages, with 478 
illustrations, includidg 12 full-page plates in colors. Cloth, #5.00 net ; Sheep 
or Half Morocco, $6.00 net. 

STARR'S DIETS FOR INFANTS AND CHILDREN. 

Diets for Infants and Children in Health and in Disease. By LOUIS STARR, 
M. D., Editor of "An American Text-Book of the Diseases of Children." 
230 blanks (pocket-book size), perforated and neatly bound in flexible 
morocco. $1.25 net. 

STENGEL'S PATHOLOGY. Third Edition, Thoroughly Revised. 

A Text-Book of Pathology. By Alfred Stengel. M. D., Professor of 
Clinical Medicine, University of Pennsylvania ; Visiting Physician to the 
Pennsylvania Hospital. Handsome octavo, 873 pages, nearly 400 illustra- 
tions, many of them in colors. Cloth, $5.00 net ; Sheep or Half Morocco, 
#6.00 net. 

STENGEL AND WHITE ON THE BLOOD. 

The Blood in its Clinical and Pathological Relations. By ALFRED Sten- 
gel. M. D., Professor of Clinical Medicine, University of Pennsylvania; and 
C.Y.White, Jr., M.D., Instructor in Clinical Medicine, University of 
Pennsylvania. In Press. 



STEVENS' MATERIA MEDICA AND THERAPEUTICS* Third 
Edition, Revised and Greatly Enlarged. 

A Text- Book of Modern Therapeutics. By A. A, STEVENS, A. M M. D„ 
Lecturer on Physical Diagnosis in the University of Pennsylvania. 

STEVENS* PRACTICE OF MEDICINE, Fifth Edition, Revised, 

A Manual of the Practice of Medicine. By A, A. STEVENS, A + M. f M. D,, 
lecturer on Physical Diagnosis in the University of Pennsylvania. Spe- 
cially intended for students preparing for graduation and hospital examina- 
tions. Post-octavo, 519 pages ; illustrated. Flexible Leather, £2*00 net. 

STEWART'S PHYSIOLOGY. Fourth Edition, Revised. 

A Manual of Physiology, with Practical Exercises, For Students and Prac- 
titioners. By O. N. Stewart. M.A.. M* D., D.Sc.. Professor of Physiol- 
ogy in the Western Reserve University, Cleveland, Ohio. Octavo volume 
of 894 pages ; 336 illustrations and 5 colored plates. Cloth. $3,75 net 

STONEY'S MATERIA MEDIC A FOR NURSES. 

Materia Medica for Nurses. By EMILY A. M. STONEY, late Superintend* 
ent of the Training-School for Nones, Carney Hospital, South Boston. 
Mass. Handsome octavo volume of 306 pages. Cloth, $1,50 net. 

STONE Y'S NURSING. Second Edition, Revised. 

Tracheal Points in Nusstng. For Nurses in Private Practice. By EMILY 
A, M. Stoney, Itite Superintendent of the Training-School for Nurses, 
Carney Hospital, South Boston, Mass. 456 pages, with 73 engravings and 
8 colored and half tone plates. Cloth, #1.75 net. 

STONE Y'S SURGICAL TECHNIC FOR NURSES. 

Bacteriology and Surgical Technic for Nurses. By EMILY A. M- STONE Y, 
late Superintendent of the Training-School for Nurses, Carney Hospital, 
South Boston, Mass. tamo volume, fully illustrated. Cloth, $1.25 ncL 

THOMAS'S DIET LISTS. Second Edition, Revised. 

Diet Lists and Sick-Room Dietary. By Jerome B. Thomas, M. D,, In- 
structor in Materia Medica. Long Island Hospital ; Assistant Bacteriologist 
to the Hoaghind Laboratory. Cloth. £1.25 net. Send for sample sheet. 

THORNTON'S DOSE-BOOK AND PRESCRIPTION-WRITING. 
Second Edition, Revised and Enlarged. 

Dose-Book iind Manual of Prescription -Writing. By E. Q. THORNTON, 
M. D rt Demonstrator of Therapeutics, Jefferson Medical College, Philadel- 
phia. 

VAN VALZAH AND NiSBET'S DISEASES OF THE STOMACH* 

t diseases of the Stomach, By Wu.LtAM W. Van VaLZAS, M. D., Pro* 
fcs«or of General Medicine and Diseases of the Digestive System and the 
Blood, New York Polyclinic; and f. DOUGLAS NlsniT. M. D.. Adjunct 
Professor of General Medicine and Diseases of the Digestive System and 
the Blood, New York Polyclinic. Octavo volume of 674 pages, Illustrated. 
Cloth, $s s° 
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VECKl'S SEXUAL IMPOTENCE. Second Edition, Revised. 

Thu Pathology and Treatment <>\ Sexual Impotence. By Victor G. Vfcclwt, 
M. D, From' the second German edition, revised and enlarged. Demi- 
octavo, 3yi pages. Cloth, $2.00 net. 

VIERORDT'S MEDICAL DIAGNOSIS- Fourth Edition, Re- 
vised. 

Medical Diagnosis. By Dr. Oswald VlEKORDT, Professor of Medicine, 
University uf Heidelberg. Translated, with additions, from the fifth en- 
larged German edition, with the authors permission, by FRANCIS He 
Stuart, A. M. k M. D. Handsome octavo volume, 603 pages; 104 wood- 
cuts, many of them in colors Cloth, 4.00 net ; Sheep or Half- Morocco. 
J5.00 net. 

WATSON'S HANDBOOK FOR NURSES. 

A rUbdbook for Nurses. By J. K< Watson, M.D. Edin. American 
Edition, under supervision of V A. Stevkns, A M. D., Lecturer on 
Phy steal Diagnosis, University of Pennsylvania, lamo, 413 pages, 73 illus- 
trations. Cloth, $1.50 net- 

WARREN'S SURGICAL PATHOLOGY, Second Edition. 

Surgical Pathology and Therapeutics. By JOHN COLLINS WARKfcN, M, D., 
I.L.D., F. R.C.S.fHon.j. Professor >>f Surgery, Harvard Medical School. 
Handsome octavo, 873 pages ; 136 relief and lithographic illustrations, 33 in 
colors. With an Appendix ri Scientific Aids to Surgical Diagnosis, and a 
series of articles on Regional Bacteriology. Cloth #5.00 net; Sheep or 
Half Morocco. $6,00 net. 

SAUNDERS' 
QUESTION-COMPENDS, 

ARRANGED IN QUESTION AND ANSWER FORM. 
The Most Complete and Best Illustrated Series of Compends Ever Issued. 
NOW THE STANDARD AUTHORITIES IN MEDICAL LITERATURE 

WITH 

Students and Practitioners in every City of the United States and Canada. 

Since the issue of the first volume of the Saunders Qu^tiun-Compends, 

OVER 200,000 COPIES 

of these unrivalled publications have been sold. This enormous sale is indisputable 
evidence of the value of these self-helps to students and physicians. 

SEE NEXT PAUE FUR LIST* 



Q u est io n=Co m pe n d Series. 



Price, Cloth, 5i.oo net per copy, except when otherwise noted. 



" Where the work of preparing students' manuals is la end wc cannot say* bui the Saunders 
Series, in our opinion, beam olF the palm at present. "—Arm }~erk Shdiutt Rtctrd. 



1. Essentials Of Physiology. By Sidney Budgett, M. D. An entirely up 

work. 

2. Essentials Of Surgery. By Edward Martin, M. D. Seventh edition, revised, 

with an Appendix and a chapter on Appendicitis, 

3. Essentials of Anatomy. H> Ch.vklks U Nanckepe, M. D. Sixth edition, 

thoroughly revised and enlarged. 

4. Essentials of Medical Chemistry, Organic and Inorganic* By Law**** 

Wolf f, M. D. Filth edition, revised. 

0. Essentials Of Obstetric*. By V. Easterly Ash tun, M, D. Fourth edition, 
revised and enlarged. 

6, Essentials of Pathology and Morbid Anatomy, By F. J. Kaltever, m. d. 

in flrrfltt raff'tm, 

7 , Essentials of Materia Medica, Therapeutics, and Prescription- Writing. 

By Henrt Morris, M. D. Fifth edition, revised. 

8, 9. Essentials of Practice of Medicine By Hcnrv Morris, M. D. An a p 

pendix on Ukjse Examination. By Lawhkmcf Wolff, M. l) t Third edition, 
enlarged by s nine too Essential Formula;, selected fmm eminent authorities, by 
Wm. M. Powkll, M. D. (Double number, $t.$a net,) 

10. Essentials of Gynecology. By Edwin & Ch.v.in. m. d. Fifth edition, 

revised. 

11. Esaentlals of Diseases of the Skin. By Hrxrv w, Stelwauon, M. D, 

Fourth edition, revised and enlarged, 

12. Essentials of Minor surgery, Bandaging, and Venereal Diseases. By 

EuwAHt) Martin, M. D. Second edition, revised and enlarged, 

13. Essentials of Legal Medicine, Toxicology, and Hygiene. This volume is 

at present out of print, 

14. Essentials of Diseases of the Eye. By Edward Jackson, M. D. Third 

editing ruvj^ed :kU'l fjilarged. 
IB. Essentials Of Diseases Of Children. By William M. Powell, M. D, Third 

16. Essentials of Examination of Urine, By Liranci Wolff, m. d. Colored 

" Vogbl Scale," (75 cents net.) 

17. Essentials of Diagnosis. Hy S.Sohjis-Cohen, m. d,, nod a. a. Eminur, m. D. 

Second edhiiM*7tnorouR-hly revised. 

18. Essentials Of Practice Of Pharmacy. By Lucius E. Saykk. Second edition, 

revised and enlarged. 

19. Essentials of Diseases of the Nose and Throat. By E. B. Glbasoh, M D 

Third edition, revised and enlarged. 
20- Essentials of Bacteriology. By M. V. Ball, M, D, Fourth b4Mml revised 

21. Essentials of Nervous Diseases and Insanity. ByJoiwC shaw.m. D, 

Third editiuiL, revised. 

22. Essentials of Medical Physics. By Fred J. Bkm^kwav, m P. Seo.mi edi. 

tion, revised. 

23. Essentials of Medical Electricity. By David D. Stewakt, M. D>, and Ed* 

WARD S. LaWH ANCB, M. D. 

24. Essentials of Diseases of the Ear. By E, B, Glbason, M. D. Second edition, 

revised and greatly enlarged. 
26. Essentials of Histology. By Louis fa*0Y| ML D. With 73 original illustrations. 



Pamphlet containing specimen pages, etc., sent free upon application. 
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Saunders 9 Medical Hand-Atlases. 



VOLUMES NOW READY. 

ATLAS AND EPITOME OF INTERNAL MEDICINE AND 
CLINICAL DIAGNOSIS. 

By Dr. Chr. Jakob, of Erlangen. Edited by Augustus A. Eshner, 
M. D., Professor of Clinical Medicine, Philadelphia Polyclinic. With 179 
colored figures on 68 plates, 64 text-illustrations, 259 pages of text. Cloth, 
$3.00 net. 

ATLAS OF LEGAL MEDICINE. 

By Dr. E. R. von Hoffman, of Vienna. Edited by Frederick Peter- 
son, M. D., Chief of Clinic, Nervous Department, College of Physicians and 
Surgeons, New York. With 120 colored figures on 56 plates and 193 beau- 
tiful half-tone illustrations. Cloth, $3.50 net. 

ATLAS AND EPITOME OF DISEASES OF THE LARYNX. 

By Dr. L. Grunwald, of Munich. Edited by Charles P. Grayson, 
M. D., Physician-in-Charge, Throat and Nose Department, Hospital of the 
University of Pennsylvania. With 107 colored figures on 44 plates, 25 text- 
illustrations, and 103 pages of text. Cloth, $2.50 net. 

ATLAS AND EPITOME OF OPERATIVE SURGERY. 

By Dr. O. Zuckerkandl, of Vienna. Edited by J. Chalmers DaCosta, 
M. D., Professor of Principles of Surgery and Clinical Surgery, Jefferson 
Medical College, Philadelphia. With 24 colored plates, 214 text-illustra- 
tions, and 395 pages of text. Cloth, $3.00 net. 

ATLAS AND EPITOME OF SYPHILIS AND THE VENEREAL 
DISEASES. 

By Prof. Dr. Franz Mracek, of Vienna. Edited by L. Bolton Bangs, 
M. D., Professor of Genito-Urinary Surgery, University and Bellevue Hos- 
pital Medical College, New York. With 71 colored plates, 16 illustrations, 
and 122 pages of text. Cloth, $3.50 net. 

ATLAS AND EPITOME OF EXTERNAL DISEASES OF THE 
EYE. 

By Dr. O. Haab, of Zurich. Edited by G. E. DE Schweinitz, M. D., 
Professor of Ophthalmology, Jefferson Medical College, Philadelphia. With 
76 colored illustrations on 40 plates and 228 pages of text. Cloth, $3.00 net. 

ATLAS AND EPITOME OF SKIN DISEASES. 

By Prof. Dr. Franz Mracek, of Vienna. Edited by Henry W. Stel- 
WAGON. M. D., Clinical Professor of Dermatology, Jefferson Medical Col- 
lege, Philadelphia. With 63 colored plates, 39 half-tone illustrations, and 
200 pages of text. Cloth, #3.50 net. 

ATLAS AND EPITOME OF SPECIAL PATHOLOGICAL HIS- 
TOLOGY. 

By Dr. H. DlJRCK, of Munich. Edited by LUDWIG HEKTOEN, M. D., 
Professor of Pathology, Rush Medical College, Chicago. In Two Parts. 
Part I. Ready, including Circulatory, Respiratory, and Gastro-intestinal 
Tract, 120 colored figures on 62 plates, 158 pages of text. Part II. Ready 
Shortly. Price of Part I., $3.00 net. 
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VOLUMES JUST ISSUED. 

ATLAS AND EPITOME OF DISEASES CAUSED BY ACCI- 
DENTS, 

By DR. Eo. GoLEBJEWSKI, of Berlin. Translated and edited with addi- 
tions by PKARCE BAILEY, M. D + , Attending Physician to the Department 
of Corrections and to the Almshouse and Incurable Hospitals, New York. 
With 40 colored plates, 143 text illustrations, attd 000 p.iges of text. Cloth, 
$4.00 net. 

ATLAS AND EPITOME OF GYNECOLOGY. 

By Dr. O* Shaeffer, of Heidelberg. From the Second Revised German 
Edition. Edited by RICHARD C. NoRUls, A, M., M. D. t Gynecologist to 
the Methodist Episcop-Uand the Philadelphia Hospitals : Surgeon-tn-Charge 
of Preston Retreat, Philadelphia. With 00 colored plates, 05 text-illustta- 
tions. and 308 pages of text. Cloth, $3.50 net. 

ATLAS AND EPITOME OF THE NERVOUS SYSTEM AND 

ITS DISEASES. 

By Professor Dr. CKtt JAKOB, of Ertangen. From the Second Revised 
and Enlarged German Edition. Edited by Edwako D. FlSHEH, M + D.» 
Professor of Diseases of the Nervous System, University asid Bellcvue Hos- 
pital Medical College, New York. With 83 plates and a Loptous text. 
$3 5° net. 



AND OPERATIVE OB- 



ATLAS AND EPITOME OF LABOR 
STETRICS. 

By Dr. O. Shaeffer, of Heidelberg, From the Fifth Rtvitfd 904 Enlarged 
German Edition. Edited by f. CUFTON ElM.AR. M. D . T'r.ifessur of 6b- 
sietries and Clinical Midwifery, Cornell Unhersity Medical School. W.lh 
126 colored illustrations. $2.00 net, 

ATLAS AND EPITOME OF OBSTETRICAL DIAGNOSIS AND 
TREATMENT. 

By DR. O. Shaeffer, of Heidelberg, From the Second Revised and En* 
Urged (Jetman Edition, Edited by J Clifton Er>GAR. NL \\ t Professor 
of Obstetrics and Clinical Midwifery, Cornell University Medical School. 
73 colored plates, numerous text-illustrations, and cop ous text, £3.00 net. 

ATLAS AND EPITOME OF OPHTHALMOSCOPY AND OPH- 
THALMOSCOPIC DIAGNOSIS. 

By DR. O. Haaq. of Zurich, From the Third Revised and Enlarged Ger- 
mat, Edition. Edited by G. E. HE S<; It WEI Ml/, MIX, Professor of Oj>h 
thalmology, Jefferson Medical College. Philadelphia, W»lh 1 52 coloied 
figUfM and 82 pages of text. Cloth, £3 00 ru 1. 

ATLAS AND EPITOME OF BACTERIOLOGY. 

Including u I land-Rook of Special Bttfterfotagic Diagnosis. Bv T*K<>F, Dr. 

K, B. Lehman n and Dt K.O. Neumann, of Witribtirg. Fr»m the Smmi 
ittidiid German Ediftot. Edited by GROKGS H WlAVF.R. M, D,, A> islam 
Professor of Pathology and Bacteriology, Rush Medical College, Chicago. 
Two volumes, with over 600 colored Uthogmohic figures, numerous texl* 
illustrations, and 500 pages of text, 



ADDITIONAL VOLUMES IN PREPARATION. 
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NothnagePs Encyclopedia 

OF 

PRACTICAL MEDICINE. 

Edited by ALFRED STENGEL, M.D.. 

Professor of Clinical Medicine in the University of Pennsylvania ; V tilling 
Physician to the Pennsylvania Hospital. 

IT is universally acknowledged tbat tbe Germans lead the world in Internal Medicine ; 
and of all tbe German work* on this subject. Nothnagers " Special Pathology and 
Jherapcutks" b conceded by scholars to be without question tbe best System of 
Medicine in existence. So necessary is this book in tbe study of Internal Medicine 
that it comes largely to this couniry in the original German. Id view of these fact*, 
Messrs. W, Saunders & Company have arranged with the publishers to issue at once 
AO authorized edition of this great encyclopedia of medicine in English. 

For the present a set of some ten or twelve volume*, representing the roost practical 
part of this encyclopedia, and iclected with especial thought ol the needs of tbe practical 
physician, will tie published. The*e volumes will contain the real essence of the entire 
work, and the pur.haser will therefore obtain at less than half the cost the cream of the origi- 
nal. Later the special and mure strictly scientific volumes will be offered from time to time. 

The work will be translated by men possessing thorough knowledge of both English and 
German, and each volume will be edited by a prominent specialist on the subject to 
which it is devoted. It will thus be brought thoroughly up to date T and the American edition 
will be more than a mere translation of the German ; for. in addition to the matter contained 
in the original, it wit! represent tbe very latest views of the leading American special- 
ists in the various departments of Internal Medicine, The whole System will be under tbe 
editorial supervision of Dr. Alfred Stengel, who will select the mbjects for the American 
edition, and will choose the editors of the different volumes. 

Unlike most encyclopedias, the pubf'ratinn of this work will not be extended over a 
number of years, but five or six volumes will be issued during tbe coming year, and the 
remainder of the series at the same nte. Moreover, each volume will be revised to the 
date of iis publication by the Am»-'riean editor. This will obviate the objection that has 
heretofore existed to systems published in a number of volumes, since the subscriber will 
receive the completed work while the earlier volumes are still fresh. 

The usual method of publishers, when issuing a work of this kind, has been to compel 
physicians to take the entire System. This seems to us in many cases lo be undesirable. 
Therefore, in purchasing this encyclopedia, physicians will be given ihe opportunity of 
subscribing for the entire System at one time; but any single volume or any number of 
volumes may be obtained by those who do not desire the complete series. This latter 
method, while not so profitable to the publisher, offers to the purchaser many advan- 
tages which will be appreciated by those who do not care to subscribe for the entire work 
at one time. 

This American edition of Nothnagel's Encyclopedia will, without question, form the 
greatest System of Medicine ever psoduced, and tbe publishers feel confident that it 
will meet with general favor in the medical profession. 

IS 
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VOLUMES JUST ISSUED AND IN PRESS 



VOLUME I 
Editor, William Osier, M,D„ 
F.R.CP. 

P'tt/rssor of .(/.- •■//■ : 'W j» Johns 1 (of kin* 
Unirerxity 

CONTENTS 
Typhoid Fever. By ]Jr- H. I. uhschwann, 
Of Leipsk, Typhus Fever, \\\ Hk. H> 

L t'wu. HMANS, of LcipsL. 
Hftfldtone octavo volume of about '-jo pa pes. 
./w*7 imxutd 


VOLUME vn 
Editor, John H. Musser, M*D. 

Prof ssor ef Clinical Medicine t I 'nrversiiy 
of Pennsylvania 

CONTENTS 

Diseases of the Bronchi. By Dk. Y. A. 
Hoffman?*, of Lcip^i^ Diseases of the 
Heura, By J>«. RosENBAtu P «f Iterlin. 
Pneumonia* Hy Uk. E. Ai'FKECJU, of 
Magdeburg-. 


VOLUME VHI 
Editor, Charles G. Stockton, M. D, 

Profo\sorof Medicine, i -nivrrxity if Buffalo 

CONTENTS 
Diseases of the Stomach* By Dk* F* 
Rieoil, of 1 ii esses, 


VOLUME n 
Editor, Sir J. W* Moore, B. A„ M, D„ 
F.R.CRL, of Dublin 

Prof xf or of Pratt ice of Medicine, Pt>yal 
College of Snrgfoni in Ireland 

CONTENTS 
Erysipelas and Erysipeloid* fly Dr. H. 
Lenhmmv, "i 1 1 .L5u 1 nu >i . Cholera Asi- 
atica and Cholera Nostras (U Dft. 

K. VOM Tjburrmeim i.)t, of Tubingen. 
Whooping Cough and Hay Fever, IU 
Dk. G. Sticks*, of C.kssdii. Varicella, 
Hv Dn. TjH, VOU JIThgensen, of Tubingen* 
Variola (.including Vaccination). Uy 
I)k. H. I m m tit mann, of IJasle. 
Handsome octavo volume of over 700 pages. 

just istrnti 


VOLUME DC 
Editor, Frederick A, Packard, M, D* 

Physivian to the Pennsylvania Ii*>sf>itai and 
t§ the Children's Jtos/itat, Phdotitiphio 

CONTENTS 

Diseases of the Liver. Bf Dits. H. 
Quincke sad G. Hoi-pk-Sevlem, of kieU 


volume m 

Editor, William P, Northmp, M. D. 

prff-i:.>i' Pediatric f t University and 
pol/fTHO Mfdhmi College 

CONTENTS 

Measles, I.<y 1»r. In. y--n JtlKr.sNSEN, of 
Tiitiinjfrn, Scarlet Fever* Hy the same 
aulhui . Kotheln. Hy tbe saint: author. 


VOLUME X 
Editor, Reginald H, FiU, A, M„ MJ>. 

Herxey Professor of t/ir Theory and /Vtft- 
tke of Physic, Harvard i nrvenity 

CONTENTS 

Diseases of tbe Pancreas. Wy Dh. T. 
( teftftf of Vienna. Diseases of the Supra - 
rcnals. Hy Dk. K. Ni ■ .1 1 . 1 Vienna, 


VOLUME VI 
Editor, Alfred Stengel, M. D» 

Professor of Clint* at Medicine % UMtvonity 
of PenHxyli^xnia 

CONTENTS 
Anemia* By Din IV J-'itKi.rr-n. , t f Frnnk- 

Inrt- >ii thr« M nn. ruvl 1 Ot. A. I.AAAHliS, ' "f 

Lharlutienliurg, Chlorosis. Jiy Dit. K, 
vn« NooHUEMf, of Frankfort -on the Main. 
Diseases of the Spleen and Hemor- 
rhagic Diathesis* Ly Dk. M. Lihiin, 

of tie rim, 


VOMIMFS TV V And XI 

Editors announced Liter 

Vol. IV.— Influenza and Dengue. Hy Dr. 
<), I*bh iitrnm RiN t of L'olf>Ktie. Malarial 
Disease tt. Uy D*. J Ma ska mum,, of 
Vicuna. 

WLV. -Tuberculosis and Acute General 
Miliary Tuberculosis* Ity Dm. C fjoft- 

NRT f of Jtfflitl. 

V..1. \| -Diseases of the Intestines and 
Peritoneum. By Dtt- H, K01 hnal.ei., 
of Vicuna. 
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;lassified list 

OF THE 

MEDICAL PUBLICATIONS 

OF 

W. B. SAUNDERS & COMPANY 



ANATOMY, EMBRYOLOGY. HIS- 

TO LOGY. 
Rohm, Da vi doff, and Huber— ATeitt- 

Book of Histology. 4 

Clarkson — A Text-Hook of Histology, 5 

Haynes A Manual of Anatomy, - 7 

Heisler— A Text-Book of Embryology, 7 

Leroy — Essentials of Histology, . . . 13 

Nancrede— Essentials of Anatomy, . ■ . 15 
Nnncrede — Essentials of Anatomy and 

Manual of Practical Dissection, r . 10 

BACTERIOLOGY. 

Ball — Rssviuials L.f Uactcrinlogy, . , . . 15 

Frothing ham - laboratory Guide, ... 6 

Gorh am— Laboratory bourse in Hacte- 
riology, T 1 

Lchmann and Neumann -Atlas ul 
Bacteriology, tj 

Levy and Klemperer's Clinical Bacte- 
riology ♦ - . - . 9 

Mallory and Wright — Pathological 
Technique, - 9 

Mc Fa Hand -Pathogenic Bacteria, ♦ . . 9 

CHARTS, DIETLISTS, ETC. 

Griffith— lofaal's Weight Chart, . . 7 

Hart— Diet in Sickness and in Health, . 7 

Keen— Ope ration blank, 8 

Eaine— Temperature Chart, 9 

Meiga— Feeding in Early Infancy, , . 10 

Starr— Diets fot Infants and Children. 17 

Thomas- Diet-Lists 13 

CHEMISTRY AND PHYSICS, 
Brockway — Essentials of Medical 

Physics IS 

Wolff— Essentials of Medical Chemiitry, 15 

CHILDREN. 
An American Text-Book of Diseases 

of Children 1 

Griffith— Care of the Baby 7 

Griffith— Infant s Weight Chart, . . , , 7 
Meigs— Feeding in Early Infancy, . , , 10 
Powell— Essentials of Diseases »»f Chil- 
dren, , ♦ 15 
Starr — Diets for Infants ami Children, . u 

DIAGNOSIS. 

Cohen and Eshner — Essentials of Diag- 
nosis , . - , ( 15 

Corwin — Physical Diagnosis, . . . . 5 
Vierordt— Medical Diagnosis, 14 

DICTIONARIES, 
The American Illustrated Medical 

Dictionary, 3 

The American Pocket Medhnl Dic- 
tionary, , ... . 3 
Morton— Nurses' Dictionary, to 




EYE. EAR, NOSE, AND THROAT. 
An American Text-Book of Diseases 

of the Eye, Ear, Nose, and Throat, . ♦ * 
De Schweini IX— Diseases of the Eye, , 
Friedricb and Curtis — Khinology, Lar- 
yngology, and Otology, 
Gleason— Essentials of the Ear, 



Gleason— Essentials of Nose and Throat, 15 
Gradle— Ear, Nose, and Thrnat, , 
Grunwald and Grayson — Atlas of Dis- 
eases of the larynx, . . t6 

Haab and dc Schweinit* — Atlas of Ex- 
ternal Diseases of the Eye, 16 
Jackson— Manual -f Diseases of the Eye, 8 
Jackson — Essentials Disease* of Eye, , 15 
Kyle— Diseases of the Nose and Throat, 9 

GENITOURINARY, 

An American Text-Book of Genito- 
urinary and Skin Diseases, , . , , * „ 3 

Hyde and Montgomery— Syphilis and 
the Venereal Diseases, ....... 8 

Martin— Essentials of Minor Surgery, 
Bandaging, and Venereal Diseases, . , 15 

Mracek and Bangs— Atlas of Syphilis 
and the Venereal Diseases, - - , T - T 16 

San nd by— Renal and Urinary Diseases, tt 

Senn— Genito-Urinary Tidterculosis, , , ia 

Vecki — Sexual Impotence, .14 

GYNECOLOGY. 
American Text-Book of Gynecology, . a 

Cragin— Essentials of Gynecology, . . 15 
Gar rigues— Diseases of Women, . 
Long— Syllabus of Gynecology, . 
Penrose— Diseases of Women, , . 
Pryor— Pelvic Inflammations, , , 
Schaeffer and Norria— Atlas of Gyne- 
cology, , , ^ 



HYGIENE. 

Abbott— Hygiene of Transmissible Dia- 

+ 3 

Bergey — Principles of Hygiene, r . , . ea 
Pyle — Personal Hygiene, . 11 

MATERIA MEDICA, PHARMA- 
COLOGY, and THERAPEUTICS. 
An American Text-Book of Applied! 

Therapeutics, , . . „ . 1 

Butler— Text Book of Materia Medica, 

Therapeutics, and Pharmacology , , . 4 
Morris— Ear. of M, M, and Therapeutics, 15 
Saunders' Pocket Medical Formulary, . it 
Sayre- -Essentials 1 if Pharmacy, ... 15 
Sollmann— Tent-Roi»k of Pharmacology. 22 
Stevens— Modem Therapeutics, , . , 13 
Stoney— Materia Medic* for Nurses, . . 13 
Thornton -Prescript ion- Writing, * ♦ . 13 
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MEDICAL JURISPRUDENCE AND 
TOXICOLOGY. 

Chapman— Medical J una prudence and 

Toxicology, 5 

Golebiewski and Bailey— Alias of Dis- 
eases Caused by Accidents 17 

Hofmann and Peterson— Atlas or Legal 

Medicine, » . \ , . 16 

NERVOUS AND MENTAL DIS- 
EASES, ETC, 

B rower— Manual of ln&aniiy 

Chapin — Compendium of Insanity, ... 5 

Church and Petersen— Nervous And 5 

Menial Diseases . 5 

Jakob and Fisher— Alias ut Nervous 

System, 17 

Shaw— Esse Duals of Nervous Diseases 

and Insanity, , , . . t i jt, 

NURSING, 
Davis — Obstetric and Gynecologic Nun- 

ing, . i 1 . . , . . , . . , 6 

Griffith— The Care of the Baby, . . . , 7 

Hart— Diet in Sickness and in Health, . . 7 

Meigs — Feeding in Early Infancy, , . . 10 

Morten— Nurses' Dictionary 10 

Stoney — Materia Medica for Nurses, . 13 

Money— Practical Points in Nursing, . . 13 

Stoney — Surgical Technic for Nurses, . 13 

Watson — Handbook for Nurses, . . 14 

OBSTETRICS. 

An American Text-Book of Obstetrics, a 

Ash ton — Essentials of < >bstetrics »s 

Boisliniere— Obstetric Accidents, , . . 4 

Dorland— Modern Obstetrics. . .... 6 

Hirst— Text- Book of Obstetrics 7 

Norris— Syllabus of Obstetrics, . . , . . 10 
SchaefTer and Edgar— Atlas of Obstet- 
rical Diagnosis and Treatment, , . . 17 

PATHOLOGY, 
An American Text-Book of Pathology, 3 
Durck and Hektoen — Atlas of Patho- 
logic Histology, .......... 16 

Kalteyer— Essentials of Pathology, . . 15 
Mallory and Wright — Pathological' 

Technique, 9 

Senn— Pathology and Surgical Treat- 
ment of Tumors* . *.,....► 17 
Stengel— Tent- Hook of Pathology, . . 12 
Warren— Surgical Pathology, . , . . 14 

PHYSIOLOGY, 

American Text- Book of Physiology, . » 

Budgett— I- .sscmials of Physiology, . . 15 

Raymond- Tt*t Book of Physiology, tt 

Stewart — Manual of Physiology, , , 13 

PRACTICE OF MEDICINE, 
An American Year- Book »f Medicine 

and Surgery ...... 3 

Anders — Practice ni Unli.-im\ ... 4 

Eichhorst— Practice of Medicine,, . , 6 

Lock wood— Practice of Medicine, . . . 

Morris— Ess. of Practice of Medicine, , 15 

Salinger & Kalteyer— Mod, Medicine, ti 

Stevens- Practice of Medk ine, , . , ij 



SKIN AND VENEREAL. 
An American Text-Book of Genito- 
urinary and Skin Diseases, ...... a 

Hyde and Montgomery— Syphilis and 

the Venereal Diseases, „ . 8 

Martin — Essential* of Minor Surgery, 

Bandaging, and Venereal Diseases, . . 15 
Mracek and Stel wagon— Atlas of Dis- 
eases of the Skin, . . . , , 16 
Stelwagon — Essentials of Diseases of 

the Sktn, . . . 15 

SURGERY, 
An American Text- Book of Surgery, a 
An American Y ear-Book of Medicine 

and Surgery , . . 3 

Beck— Fractures, , . . 4 

I Beck — Manual of Surgical Asepsis, ... 4 
Da Costa— Manual of Surgery, . , , ,5 
I International Text-Book of Surgery, . 8 

1 Keen — Operation Ulauk . . . . 8 

Keen— The Surgical Complications and 
I Sequels of Typhoid Fever, ...... 8 

Macdonald — Surgical Diagnosis and 

1 Treatment,. P r . , , . . 9 

Martin— Essentials of Minor Surgery, 
Bandaging, and Venereal Diseases, , , 15 

Martin— Essentials of Surgery 15 

Moore — Orthopedic Surgery, ..... 10 
Nancrede — Principles of Surgery, . . . 10 
Pye — Bandaging and Surgical Dressing, 11 
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